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(57) ABSTRACT 

Dist -iscii hi (,1 I. ct abounds oi ioiim-'!a Ajt'— X- W— 
Ai^ whca-iD Al tii \ «-pre«!ent aryl gr. tips charjcten^ec* 
(tfitfifh IN ir Ti.i^ fj icroi-ycks (c g itoiJa/oM i>r ti-ira- 
7iih^) or ^ 11 j( (. . U s u }» pficnyl or naphtiiaiuiy!). f ic atyi 
groups mi. o )!joiiii > >.ubsUtuled ot used with "the'- hel- 
erocrv,.lts . iflxn.xUo'- 'he ^roiios c-it! btar sub^Utu- 
ents such as uIkv!, hjlvi v O ai^vl X i-, a hstttoatoti d 
vaienw tKMMi or < H . rlio' u'K -jI^ tuuied dis,-»liint melhvl- 
ene, and W rci'ics^ >W sp'-t '^puai -r^.-trs ,ic.luJt 
divalent alkvlcue ilUlcni.-.ini(J \ aj* >.\> o<- -lu^ radi- 
cals, wliifh ni;tv option lih be sy.bs.ti uad (i. n l-'\.jjux\i 
OKii) A i\p I. tl toftipwii! d IS J Jim< tivt c'l ;-fN-r p lA - 
nylietf azoiyMhio)-NK3^«»«™phenYJ)st!eisiTiide, i he com- 
ptmnds have (nhibiiorv acliViiy against Wiid jyps ausi single 
or double mutant strains oi: HIV. 
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!ix<jutL.c^ dvam^ tn ■! rjivn! umu^ Uka n ujt irdK KivJu 

doibk mill s -^u-'X'ii KH-'^PZl'^H k'O \ 
\nosi Kin:5N/T ]m. 



HI\ 



iU HW \! HUD • 



[mm] i !5t. mvenuon r^ijits to p ut ds Jii i ilnmu 
vtmitdUy acttpuHf >.i>lts!heiv,ot, iHi. il< 
m t-oraliiiwUon viriib otbcf iherapeiil ^ m i 'ti rc 
1 loiitorfioph'vtnxKof HlViTiitaiOH ..n.' i imia^^j ^ u 
ccimpositioas coropnsmg ilie compouucis ihai iire active 
iii»Jiii).s) HIV wiid tvpe and NNRO iiesisliinl tnutanls. 

BACKGROUND OF IHE INVENTION 

[0003] The disease known as acquired itnmune deficiency 
sjudrotnc (AIDS) is eajiseo bv the ttunian irnnnmosJefl- 
cieiicv vtfus (HIV), parijcylarlv the strain ktjovsfri as HIV-t 
la tii*r ior HIV io be fcpiicaled by a Iwst ccJi, the 
iiilorm iiion of Uit vjr i1 ptrioi k tiu-<! Ix. j ittgrattd mti the 
hoM (.tJl s ON \ ni)A<,\tr HJV IS -t i(.ln.njnis,mejn m ihit 
I s „t,iut ! inf nil 1 p c, s , tiK ,„m! ot H\ \ in\ 
rt.) IjuU n vvUc thtaf ut ft n ins i Iranscrif i ati <it 

tlu \u i! lemiTiK (KN \) iff i DM \ h sh js ilu jo i i i< 
tht. normal viuui <if . / nt^ \,x , ti/vi i la lus lx<,u ^ptU 
duiTitJ a * Mi I 4 s^r ni<is (t\l) itcomohsl t' i tnn 
wi[U) of the % al RNA into DNA ihc HIV sirum 
tiudi-s . M IS I ' RT >" )) g \«tti tht Mfdl RNA 
(W04 R /t ! 3 strip isc has thrtt kjown Ln/vnritiL 
1 t V I Hs 's JS n RN \ dtptBdc ji \p ivi '<- fs 
d iihonuck<isc dixi is i !A \ Jtpi-ntam DN/^to! mnst 
js n R\ \ tKj t xLa! DN \ p 1 ntr ,si. Rl irj . 
scnS^ 1 suvkstriiuUl 1)N\ ..u> ot tlu 1 XN\ 
Aaiufe is i uhniiiJc ^ R! c I. t 1 il 
RNA iud iKt t'l nN \ 1 , >] t ' I th 
RNA lifidjiv iviuv 1 . r w T . lu n > \ 
mii<i<H. R! mii 1.S 1 vtuOR tumpluiii.indi\ DNAstfjjid, 
u'uiig thu trsi DNA strand i!> a t<. apht;- Hit iwo siratids 
tornVdoHbfc-sliatided DNA, which )S tntegrsted into the tost 
cUl s gvtiomt b> dttoihtf on/\mt tailed intti"<>s.t 
[OtJOSi ( ojTivouaJs tint itil I i lie < »/ .' U ^1 
HIV i rcvur^ iwnstfml^s. w in nl i HI «. 

m inlt^tuJ eells Sutli i.<>i 'un ire ' 
lion tr treitftn-nf oMHV i nte n n m „ su i) s 
'en msn u.a b^ k o\w! RT inliit slots siieh is ^ i/nu 



tact, the getieral c-ias,s o! miAtai duiry; eDnipiniikis ha\L uiuM 
olteu been desctilKd is ir ^.,rdi.l e £,Lt s f i \ i I 

&^2\ ,-^73 Onlv H tew put ijcili .!s h sepencJ j 1) iri 1 1 
ccsdvnamic l!-.<i;fapciiije properucs Unis elass. Sueh 
•i^&feacss c-w be summaTOCd ss toUows: 
[O009J I s Pit Ni Uhftj^l diU S Pil \i }2'>2 
Mj Is -ell ex, ai! (pt'C'^'i'''"'''^'^'''"' )i f ' " 
1 If 1 1 s X ss^-,s intutT )>thBHe and fi adrenergic tik'^kint, 

roOlO Us IH' Nf 4,W2f>5 aJits^teiiulNsttrntd st 
rli/ohl(lxyelrt)o\^lle aeid imides v^lilvti I's s ilet ' Le 
herbicKJCH, 

fOOII] KefS et 1 (<rsk Intr j-<^+(l"W.1 JO, ' 
til!!! * series of 1 -phonvl-S-thio tsenvstwcs exmbited anal- 

[«0U] Tith im Sim in M nilsli CKm \2XS ')) " " 
(199 )) K{ on lint eeiiom tdrti mue win esiers hiikecl v. ilh 
1 !rv)k s ilniie\!iibitpc-,t)cidai iietbisielil itid ■^ntitcnsia^ 

[Ofti?| U S Pdi V« < W t tsei ses thil s\ t m hi 
rvlsuiilitdenvaliVes. lie V lett- i ■) SI I ulv id " i 
umagcitiisis. 

JWU LS Pit f' -1 H I t v\() 

^■^'JSS disclose tti.ll a alkoxjaj ide itiJ < niod x d 
luk eompfjunds are mt laonists iti itie NP'^ ^ --eceptof, and 
i- iuscqueniiy t!)e ooaijioiinds are usetal for ircattiiR obtsitj/ 
rolaicivi disorde-ts. 

jOOlsl W ) i> f-^s-v ipo^^ ih-ii N (4mctho\jpl!t 

«y1>-2.-{(t-pnenvM[l.k-:tf3?.o!-.^-vi)ini<i}:-4cetaimde is .an 
I bi 1 t 1 I 1 j 1 SI !i ii ^ s Khdh firi'sSibk appi 



e e Seetf il 
iJ to bt due 10 



i-!iol:i'.ii nilnbilor-;^ w Slitf KiU3N rnufanl. m vvhici) 
e (K> ' e di> Itn il3s ixetl n'Uljled t'i 1 dspifsgme 



fjeiivaiives aix: cL-umtd iobe aftuiilwf and iiniuiiiiauiii) 
dii!£;s. 

0017'" 1 -I il !k'\ (mn Vti Ss 

m\ 1 1!'' _ J ) pu ' 
[OOihl \is,i \ O i^vD -U 0 aoscs i sen s 
/o1)Kbof< iiru.Mt mi < ^ IHv r \um 
se-Dptase inhibitors, tisetiii fe->f treiitins vira! inlteiioflt 
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[m\'>] I I'll in i sCiinm lHct,i,slr\ 

S\ i 11 r 1(1^1 I <.^, k f liu iiil I utlltv <f 1 

H a tiTOhtnai nyi) lH-tttfa7fil 5 vlllbio)- N (2 nitw 

11 II 1) 'i n dim ii\i)!!tmi) IJi t ira/ol S 
1^ In I 1 S n!'<-)0f4 2 ({1 (24 



I 1 



WO" Q'^ 
(S-irimeihvjpiie- 



wild iM n J 

piirSici 



Sll\n \K> Oi (ill INVl Ml{)\ 
1 tit invtiiiKMi Tjrwides a meihod fisr treating HIV 
oo."apns;ti<! acimjmstc-fin^ to a human ittjectcd by 
n 1 iM itTiTOi! oi I eompcftitid of 

ntion. "llie <;ompoij)ids are fotctir inhjbttors: of 
miiSanJ strains of lUV~y n% 
toubJe mutaiiun K103NA'18.1C. 
I i!)r apcctlh unuUKOjKijvi'l <5^mvtlodfor 
Irt^Unfi; HtV raleetion eompnsraH adminisieniig to an 
inrected human a iherajjeutically eftccUve amouni ol a 
0(J tpn-stni J b\ f 3r )uh 1 

At'—X~\V A;' i.i.> 

[0022] whcn-ia Ar^ is 
[0023] (i) 5- 01- 6-memtKJrcd arotnat 



s 



1th (( 



stfiUilcxJ -M.l>i!k>i rc (.loill JnavUmnw 
suUtiiUtetl wjKi —OH; aacf/Of phenyl when llie het~ 
CTocvcle Ciiniains !. to 3 N -aioms; u) either snstancc, !hc 
s>aic" hv-ti-rocvtl i-s < plictnalh substituted with 

[0024' ) ti ! ph II (<. In! o ' u lUrc'iM 
cnaticheiCfOCYcle- ivscd jsbenvl-iinsansraicd or Miu- 
alK^i 1 r 0 t T d i.i:(<.t\ i lis d ih<,n\l 
{iJtisaturated or samraicd or ii-fswtilx-ivd 
£:aTbocyc'le)}ii]ieihyl. or Ixised pbctjyK'J* or &-iTiem- 
bettd aromatic betercicyck; each of said Rbenyi; 
niieavlmethvL SKimatic heierocvde. tused pbcnvi- 
(■nrinxrvi.k:. fused phtnvl-(earbDGyck)iM«^ivJ or 
li t 1 11 1 ir natis, hcttroc^tlc w turn js suboti 
I ti I 1 1 I in io 3 siib<^ tutnts m.1 ^.icJ 

[002?1 (C jalUl tC, ) V IkO <i , )<. 
inalk\l (,1 , ,uk\' fivi <)-■«. I 

jiallcil s tt , ) !U hdfi tf 0( f OH 
\() t \ ( ) nv| I "is sibsijtiiiJwi it 
i 1 ) 1 ( li nl pt )tu'i\ subsim ltd 
It 1 ( , I SO Ml SO (C 

-| I t ) Ml t ( rniqtnUtn 
or i-pYrroivu 
[OIKft] ^^h^.r^.^nR isnir{< taiks! fiduliLicM 
R b uid p mltfiliv IS If >i (I 4)ilK\l 

^, t 1 ^ lb i t til s « t fit.atl\ ouip i 



u.tpbtbv! optionaSJv siibsfituied witii the same I to 3 
sulwtit'.icnfe as detinea tor the sulwiituents ia section 

[mm] }witTnaaA>lt ■jptionajly N-substiluted 

with phenyl or a tiised phenyl-carbC'cycle u« defined 

f(Ml29} X is a hctcfoatora seleetcd snw O, S, SO, SO' or 
NR" wtKjcin R IV il or (C ^)fUlcyl; or X is a vaktice 
btmd f r C R '^R ® whtfi-ra R '"^ and R"" each indepurs- 
dciiflv if; H i>r (l:, .lalkvh and 

f(t«iO] vsh \ hcteioatorti, including NR:'; 

[OO'^ll V I div lent radii;al seki-tet} (rom: 

[0032] (a) (CR^R""^), J— CCZ'^^NR vvherein R*" sad 
R- each independeuliy is H 0r (0, >acy}, R* Is H or 
(Ci ^>3iisyL arid Zr"^ is oWj or tbioxo; 

l&m] (byD-C(Z») wherein D is (C ,,>alky!eoe, (C,. 
tdlkvlciifc O or (C )alJ \Icf3t-NR l^h^^reirt R' is H or 
(C. ^.)3lkvL arid is oxa or tiwoxo; 

•ein 7/ 

1; 

[0(6^1 (d; ( , ^ill\lt[i \R (^i/MNR"'^ vvher^iii 



' dj>iui>-'5Ut«ied with OR when the 
nairiS 2 U> 4 carbon aiotns; (Cj. 
V sufMslitiited W)ih halo; or 



[WBH] or 

IWi39] {!) {(C ,)il{vyLn<:} O opiionally subsusyu^d 

on the atkvlene poriion with OH; 
r00401 (e.) {{€, .)alkvkne}— NR'- optionaJly suteli- 

uil m 1 1 iiJ ^ t en !J wiih Oli, aod ti'* is H ox 
(C. ,)all.;vU 

C«04f (h)i< )a^^>M^(. ( (Z'-XC...;jaikylint: vvfeitin 
Z IS oxo ot thjoxo; or 



[OO:"! 1)11 mir 1 I r u fitcd ■) Oi 6!U"ibvR i 
oaifxK-vcie subslitulL-i! Willi pbciiyl or iiapbihv), mi,-.; 
utisatuiated or saturated carbotvcle, or tiit pfstnyi or 



[«044] (!)(,( R'R ')i - M» -(< i< !^ ^1 1'- I ' 

JjtR a.. lllicjKllvi !1 i\ >n11i K )no,l,k sit 

or (C. ,k!l«vl: or 
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[0045] when X is a viiknce ijond: 
[0046] Wis a i{C,.,);i!k«5yi}C:(0)NR'''\ 



[tW'^Jj] I'htm!, |ilic.nyiti«tbjl,rhen>l SO i 

substiteeuts. setected trom ihe iytiUp t-'<.ii'?>i^fi"R " 



[O0S9j Wil tUM -ilS tlKI I 

covaliiotly bonded lo cacii u 
with ihe N-a»m so wlucii ititi 
7 mombfvxS Kiuc \ 't\^lv.^ 
at l-^u ix.Mt . oi ,6or-i 



JK)5l whi n \ s CR ''R"*' ciefined above; 

[()0'i2 W.ssUei. Intii Uc ,)aiXyIene}C(0)NR'"^\ 

wl 1 I* . R"' , R"' and R*"^' each itidepcu- 
dcutlv 1^ H X !■((..;,. ^:)alkyU 3Jid 
[0(»53] Ar' is 

f00541 (0 4 phcRvJ oif pyridiny! selected frofri the for- 



[0061 ! 



r o tntrabtKxt <. trlviu., Ji^ .«!>! ifw iv 
substituted wiiii T t<t 3 subsnm.ents stJeeteu radcpeu- 

y.)aIkyl,NO,orhaJo;or 

(iii) Ar'' Is a 5- or (j-raemSJered aitjmalie hettfo- 

or S, or a tus^'i pf (.n\i ■> u trtnb.rtd lutenocvtk., 

sai:-! aromsnc heterocvelo or hi&ci;! phenvi-beiierQcydc 
i< opSKiniii'- •-fiii'itiiiHt.d vviili 1 (0 3 sulislitueafs 



( ru|, thcrtol 



, ,)ali<^ 



jv^tptib , s li t.>.t^r ) Kt- 



[0«6S^ Furthermore, a secotiti aspect ot (his utvcnliati 
provides compountfo of tortnula 1; 



[066] wherein Ar^ is 



[00551 \< 
[0056j 



bikv! i ) { f , oc\., on 

t ( It k |{ l-ilk^f 
— ^(s t, aisvU {OiOR* , 



j imrf] %%httem IV' u. se et-ted from the grswp coriMstnig 



S )) i )i!K'vl SO - (t 
vSO,NH„, 
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[00681 R ' fepasta^ C ! Br C.OO(f , ^ilky^ m-i 
[Wm] R NO (1 w Bf thtu itti\ ais 

r00701 R^-. R", 

[mr2\ I ji I h .iKRiuiJ mis ^1 '!cd <r)ni nt 



k 1 f NR R v.hcrtnU iml R < 
isHor{C,>lkvU 

ui V 11 < 1 Bf COO(C >!k>l 

a phenv! o!" tarmuk 




[(MP?] R 'isT! {Cj a, Kvcloiiniira, 

) V InlkvUf J i vkhacii sail likvj 
Ct^l ullsv) or jtioalkylalkvl tudv [to morosubstfiuicd 
withwJH: and 



[007ff] 



,s (11 UOWR 



jK SI t 



U S (< ^ ili 1 h k (.1 'X } on, N'O , 
S(i NH so -(t , ^luVU C((nolV 'vlKitii 
s B m (<~ )a'U\ )r NR R sUitiufi R- Jiid R 



tc K\vkiik\ii( > sd 

OH. O f N't (N 
wiieivifi IS ((.., , );i!kyi 



1^S2(K)5()0^46"9A1 
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(J, ..^fkvt and CrF,; 
{K)S11 1 I ii fm iiM:iiin.3Uy acctptibk >idit tsttr or pio 



[(M)'*4i \ I i> t if) *li I I i>i the )a\tnUon lh.cn. 
istrni'ul i'i. \ 1) <. ni, lu of fontmla 1 is.{lfclinul 
t a-K a iril hcfv n ifUi, >i a ph^-inJceutiLallv accept 
able salt, tsier or priwinig Thereof, fer {he msnufaame ot a 
rtiedieameni for the treatment or ptevention oi ati HiV 

[0085j Accortuiig to yc! another asjieet of tfee ^a\^;al50^„ 
there IS pK)vided ttie use of a a«nncnijid oJ fonnvila !. as 
iLfimd (it run! tfiTv. J ti herunaficr oi a pbirmtoeulica! y 
ttvit ^lii cMurprtx.rui.'thtrtd* iiuxmbmaiton wtb 
n I o V oln^' mmctio^inl irugR. 



immi \ oRiis,k ii thf\sj^. I nil Its.! IK 1 mat 
s 1 n iiiiJ I 5hi t Uv-t 1 K I 1,^ rp-^si jon lof the Dc t nu t 
or prisvetiiKJti of HIV iniccuoii. compnsMg a compound of 
l:c>fmiil<i 1 as acfiouj hcrcitiKIoct antl buefiidfta, or a 
pbarmJvtulicaily a^c^puWc s<iJ[t e«;-'er or proJnig, ititrcoi 
J I -^i J\ <;nt. Of rnuit, pharmdc-cutit^ili'v accept ibie 



(MkSS' \^^o t U i V \Eh I'Sjit I ijj tht in\fcrti(B), thtrc 
J 11 \r tK 1, s f ntd btrc inbcfc rc TiJ 

cinP k i 1 >c..I ' ■'> sHn a 

^felkyl. compnsina; 

\Ofm] d) lu iUsnj a ibiol w .i< >h i „l > n u, u 
\— H wit an 1 ! dksnoi dk K . f a i .i xmU 

{< J i 1- iiv.>.^ii ot tn'-i HI obnm ihc 

cnirc'.pd I "( ^it It ul V. —X— (( U R')i 

jC.YOWR-'^. followed bv hvj 



[00911 Defiattiotis 

f{M)92] rb<, hiUo«iu& AtmUions ipjU utiks*'. oilier\^xMi 

[OOW] \s used luun the la 1 {< ."lilK )U r < ii 
ir iti vOnibitniKT vn'h am ill mli i U I 
j.,Vvhc ''til i,ht t»f hr-ifiuiii-J „ ) l-v r ii 1 t '1 I 
trora ofH, to t->iij -.3 I'-i) J( IF- Ki. i\ 1 I Jii)} 
suvb radii. ik It L.iu k mtt (M propvl (.PjI 

1 muhjttthjl ( tuh iKj, till 1 I p^KiTlii) ind 
1 i-dimcthvk'h i i P i r n. il i\ ion-- ..on-' 
moniv used siereii! art Eivtn in biackufc. 



1 c, 



e the 



|0(W4j \s L 



uf low {( Mw) Lboxv (Ott^ pfiww (OPr) 
t t hn\ t^OiI'i) butoxv (OBXi') and l,^ diwi-lbyl- 
s % I, iht dhhiownuKi c mm mh u-itd 

,11 ill s (t ,)^1kv1 tithtr 



009'' \^ ^ . 
ilum 1 m .1 ni a '1 i. I'lct i d.ci' utus ro 
^'tfvUh"! pkUc^Is, coniiinuig mie io km carbon atoms iiDd 

IK' 1^ i)K *u!ihn uiyl!hi->, propvUhftt ( UKthvlvtb 
v))!hii>. liutvUiiio and (l J.-djimeihvlBtbyl)thitt, 
jfM»6j Ai used hcrem. the iciin "halo" mean* a haip 
radical selected ffotn btomo, chloro; iiuoro or kxIo. 
[WW?] Ai. uftcd htrcm the tutu ^Cj u e - cr 

atoll- or in cotpbinitioa with iiiuihtr iidicil ntais i 
diviJtnt ^lk\I rad<t<il dofivt-d bv .•em-«vai i i two h^diu^.tf!'. 
atoms trbi« an ahpbalic hvdrctcarbon contsmitsg one lo four 
carbon atottjs and rticliitles -^ii^ — , — CH,,Olj---, 
--<HtN(L{I,— — CITCI^Me) 

-( H\a_C H C-H - anJ -CH t H(MeH H. 

t(N»8] ^.s isi 1 hucm Ihc lam )aik>.n 1 c il t. 
Ooftcoius^dwith antoLittridiCdl iii n- i di^ i kv' i. 
iddivjl jtfivi^l i>v removal 'ri two hvdroei.ii itotrs !u>(r if 
oieiimc hviirocafboii c<Kiisinu]g two to tfjuf c-atboo aioras 
mJ jJcUul..N -<n— tH- — CH/H=t.Il- 

CII C iJ=t IK H - ird rH(Me> R~-ni~ Ih^ 
ind Ir'ns i tr<. mi\tore«> ihtim! i.)i ttii. {f jilUu 1 
.radical can be cncciinpassed ny t!K ttrm. 
[COO? \s ustd Urc a i ii. 'era un itm it., d or v u alui 
^- or tj-meinbered catl)oc>'ck , eilhef alsjae or j» tofMbiin- 
tion with another radjcsj, meaas a unsaturatcci or satiiruu u 
moniwjchc hvdn't*rbon wntainiti'j ^ lo 6 carb n ' s j 
^..ludv^ foftximpk pht;n\i 1 c Uohcuci ^ tM 
dienv!. cvelohexanvL • -cvcJoTicnicn\i and vviilupt-iitanvi. In 
the ti jiowna Ph ).s SIS d ail jbii (\u!i !i lor ^t.t.^, 
[OIW] A.'. iiw.d h lu I) she turm tu%wJ v hi n 1 (sit if iKd 
or liii.sAPJiaicd 5- or ^i-tDembeted earK«,)cvi.-.n-.t oi lust.O 

ihtn\i iirbncvck wnict il( 'ic u 1 1 i t i s ill 

<itwtb.r!<tdKii trumsi phenyl tha sst i . li isj u , 

!i iius tin' !•> or f> mw ibt td I. h s i l i i I i 



6 



Mai If J W 



Is ri |i 1 tf<i>> KI jvohivi 11 uli 



<, ti ijt^iijtonic 
1 - n iphth i 

1 ri^ acid p V 

If p tolutrtt 



I rrisaf] a pheuyl 
alio hcteroeyck 



lltUiuiv-fe ami iWSL tu 
t t'w ii^! i U V r >> 

bn. ir )() 1 tc i riiiiion iim 
potassium, iitbanu. cataui 
inaiiganesc. atonium, at 



Ihc \ikc 



V pre Sen 



litsiytn salts. Salts dcfiv«! uof!) pb:iruiiii.;i 
able tjrganit njato.wc bsises ifjciutk jsults oi wriJiwiyj ^v>.- 
ondatj\ and teruai-v artimes, tiuaternarv amine torojioUiids, 
siibsli(u!«l araijjes uKjjjdfflg nsturallv eccDinng substtiBted 
nmn s w.^'^hc )i uits and u if>« t\^bant,(. itsnns sach 
n«t'>vkmM«. fJimeibvUmtoc. mmethvJamiiw. elhy* 



\\^ijcl Iht t\r-.Mnu It rtsiJit Si Ins ht-tQ a] ) h> 
cysietne residue, Siratiarly. tor the double mutant KlDjN/ 
ViSlC ati aMpafagme «;sjdii(s has replaced the lystoe at 
c lO^ irid a ostLiot h si^uc has r plsctd 'ht tvroMtit 



ai ! 



rOt06] \s isuUitfwn utu m ph m iiRilU i x 1 
dbk sjli mt.li s a salt of i c n\ >m\ w k'. is w mm ih 
sup I) )5md fiit-licii juU" iisuUibkloi nunln.! 
\siih hi.us.iits ! hinaiiss!i?lo\(.i ^umi wuhoti uwlut 
Sox cit\ rnt<ii!Oti aJkrpiv. rtsponss, md t')e like tocnintn 
sitdifcOTtf jtu-tsomWcixuai fiskrato j^cncralU ^Mi«r o 
oil-soiubte Of dispetsifole, atid dieetive !:of dwir lutemJed 
u.«is. Where apphcabie and cotapatibie with the cheimcai 
pn.Jpertie.'; or liic t'ompouijd oi formula l,.the term includes 
phatmaceuticisily-aawptabic acid addificm salts aad phaima.. 
ccuticsiOv-Jicvcpiablc base addmoD salts. Ltsts of sunsblc 
salts nm iOTitid in. e.g.. S. M. Binje el aK, i. Pbarm. ,Sci., 
1 977. 66- t5p. 1-1?*. wljidT LSI hereby .incerpa rated by rcfcr- 
ei>ce )» lis eatiretv. 

101071 ^^""-^ i^'i* "pfiaxniaceuneally^accepiabic acid addi- 
tion sal)-' mcan-s those salts wbich rctaoa fha bitMOKical 



1 II 1 ij u 1 n pij»tji;ifi< piji-noifi 
\-<.ilnipipcruin) Kinm iSxUnimnium anHpc UM 1)> tU 
rdedniimmtmium n ( cs ;\ri >, N\ hmct > 
rtdlne. N-tneihylpspcudme. .N-meihyMiotphoiiac, dii:yi.:ki- 
bexvlammi, di \ldiiiu'.. NN I tn/^lphta t vk ii 
I ptitn mtiit NN dibt-nAlutt>ii.fi (liaraiH. polyim ik 
toxins- and tJie like, Particulatiy prefetried cyfj>ani<; nontoxsc 
h;is(ss are isoproiiylamine. djethyiamioc, eibanokmjac, in- 
intrnvUiMine. dKrvdobexykimae, choline, and culiwtlt-. 
lOKWS When a vaJence btmd on a phenyl nng or hcierftr 
cvoiic ntig is illustrated as xailow.s: 



[0U«1 
[0111 { 



u<.h <1 



fje fertft "prodnii^ ' lekrs to pbaj- 
^ ri/'itives sucbthit fKrLMilnii, 

i oS the denvaUYC i.s iJie itctive 



sot 



I ill 



amides v'5<ic t-ioodmati and (lUutaii U: i He S-jiaiMi.ituU^i;Js.iii. 
i issol nmptutics,'} td Mi-tiisvli im Ul l9y-> 
fJiol iDsi irnati n i' '^Jrut.s. p 11 Ui incuri orattd ht.t<.iii 
i-iv rf.tf.rence). 
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f0127] 



^, _x— W -Ar- 



di ^uL tiOjavth 1, or fiisu) phuivj ^ or <) riuii 
bered aromatic ncteroCTcSe; each ot sitiiJ pticnyl, 
carbocvdc oc heierocyde, ija tufii is subwiiufci! 
opDotn'iv with to T s«l>.timi ^ts sclttit-d ladtptii 



f012.S! or 

iut.U3 iht I' ci I. portion with Oli, as. k'~ .t. H -T 
((\ ..i;.lkvl; 

r013{ I (h) (C. .)aikvifcnc-C(Z^XC' j)-ilV.>leBt. wheivin 
»^ ( \o ar Ihioxo; or 



Ollftl (t , 



)ilk^l or NR R A 



phenvl oolioti- 
! ^ ) MI ,S0 - 
11 '? IS U or {( J 
1 R- and R- e«ch 
y.nkvh wherein said 



unsdtii'-ntd or i.n!x-n.v<.ic or tht piit ivi or 

naphthvl opfionally substimted wiih the same i to 3 
substttSents as deiincd tor the substituents \n section 
(i); or 

roi IS] (iii) l>en»n!ida2!ole aptioaally N-s»bslJtoted with 
ribenvi or a fused phenvl-carbocvcle as detaed atx)ve; 

[OHiJi X htlt-roiton silattd ttom O S or NR* 
wherein is li or ((.i.^isBtvU or X is a valence boiid 
or CR'^'^R'*" wheix'in R'*^'' aati R*** feath indetieiidcnily 
is H or (C. ..)alkvl; Md 

f{»l20] when X is ;i hetoroaioos:. 

[OOP n JLS 1 li 11 a siku.d t (5 

[0122] oUt'^P' --U'^l^r< ^h^ron « am' 

R ah fKkvuukrlK s H or (i. j ^.lK>! k is H oi 
(C. jYiliivl and 7/' is oxo i.w lhi«xo, 

h)l2V in I ( I/' \ 'Ki, 1 )> is (t ; jlaKs « 



I K ^ IS TJ oi {C UM 

\l IK NU "({/"(NR"^ ssbcrt.i'- 
nefidcntly^lJof(.< J )dkvi aJ 



.i)3lkenyl optioiiallv s 



i0133] or 

[«134] when X ts a vafejiSe brwd: 

f«13S3 W is , {(C ^ ,)alkcnyl}C{OJNR«'* 

[DBS] ds- oi ti^vs- 



'V 



fOM7| whc.nsjn R''''and R*'" eath is t{or(C,..,)atkyl; or 

(tnS ] ^ \ f iV'-'R ds dttiaed above: 

01 -^'y I W IS St ^.Jl j -KMn |«.;,.^);ilk.v!ej>e}QO)NR"'-. 

dkv{o.}C(0;NR«''. or NK f(C,.,)alky!««i!---NR'^^ 
whtiTein U"' R'^. R"*'", li"'' and U"^' each inUepca- 
dently is li w (t;,.:<)a!kyl; and 

[0140] Ai^is 

fOWl] (i) a phenyl ol" formula 



7' 
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[0142] wt.e!CH) R', R'" inii R" ea<.h jndtpcaci.nth 
rcpr«ien;M: 

tttivi. (2-ii!riopl)6)-ivl jmtitbvl i-methviphc-nyi, 
( (i )— '1-1 Mt )NH . SU* -(> 

pi , o I jwiuivl r ( (<»(tU , ^^lKUln 
R is II or {Cj .)iilkvl: wik-khi) liie subsvaucnts R ', 
R' ' sncJ R'* aie Mtfioaiiy tompaiihlc qs 

[0144] {») Ar IS a fu'^tJ pnunl ssUrditd or i isif r 
^ r f lui-'fvt^d (.jrbi)UcliL nnii opiotdllv 
■iui^nuntd wjih i Ki :> subsiiitiems selected itslttK 3- 
'01 0 nlka, (>-(r, 4)ilkvl, S— 

4;iil;.vLNO, or halo; or 

[OH'^j (lOAr ^s-^^ t TiLf Ui ! u n (tr 
cvcfe comaitims; i io 4 hticKi,-ii;.>ms stkcx-u liutu N, (.) 
or ir J Uj-ciJ ph II t ^ r ) fii mi t <,i.\^k 
sdi iniiL IttLfX-vtlc ) E jhmlhut km,«, 
IS optionallv substiiuttci -Aith I r.i 5.iib!,t:tiKnfc 
st.ki.td fitpnl^fHJ^ '^^"-^ 
),M S U iUI Nf) 1 k o 

[< 14 1 !T pi I luttuncal t [ i' ^ 1^ tsKr 

[014 1 vvO' as. I fi St i.m\t! iii.ni t\w nn.tt x1 nt 
i5 IS iri' uiti w i'.tftabl^ itliifsto t-onjwnoJ i-prtse (et' 
by tormuia: la; 



1:0149] v-'hcrein X, W and Ar? «rc as tltsiined above and 
R'"^ a phenyl of fcfftBttU 




tp .SLI s U (( O (' )![! 1 WC 

ak\ hi tl ( 1 NO ( N Pt ^ nv!ln(| hun 
Sc \H so — ((. Uk>S, (.(0)\U roi.-^hMi-' 

K^^^is ifor fCi >lkYl; (>f 



[0151] R'*ii> 




h-iU>, Ci-; o>- NR'"U whc!t:iri Vt'* and R** each hide- 

i>cuKk-riiiy.isHar(C;.,,)al]iyl 
!'0l53] .Mosi prefenibiv R''. K'" a>«^ R'^ each uidepen- 
dcniiv tepresenis \L Me. Bt, Pr, iPv, tBii. OMe, OEu OiPr, 
SMe.'sEi, Bf, Ci, F, (.•}■•-„ ()c;;F.. NO., C.-(0)()W, C.Xf))OMe 
Of CfO)OEu provided tliiH at jetisl, one of iV-\ R' ' and R' 
is, other ihan hyd-tORcn. 

[0.154) Furtben«or«f, most pce-fcrsWy R^' k selected from 
n. Me, O.Me, CI, F, CF.,, NH„ NUMu or NM^,,. 
[0I5S] Regarding ibe methtKi of said lirsl wBboclimctit, 
ihoiii; oompouiKis of forinuia 1 a are raore preferred wherein 
is se.l<5eted fmra; 




rei561 whoivin R"'\ R'* and .R'* each independently is- 
whertii) R'' is selected from: 
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il ,U1J, NO, f N t rr 1, i nJ SO M ■>{> 



[OUiSJ wbtrLju R' " IS st.iLi.ietJ frotr fl, Mt, OMc, < I, t, 
C J „ NHj, NHMe or NM.. <i!hl ^ i'' 11 Mt, . r L* 

[0169] A. mtthcK.! oi tft.Jt0«.tu at,^cud«Tg lo thv picstnt 
mveniion is preferred whisrein tJse campouocJ is s compOUfK! 
of foitnuk 1 Avbereui X is 0 or S, most preferabiy S. 



J I Nk ' » Ljn R^" and R^" eac'j radt-pen- 
denHv is li or (C, „)a!kvl: 

and R'" and R'"-'* each is H or (0,.4)alfeyL 
[01 64 1 I'relerabiv Af is rejitesenied by the. forrmik; 



AX 



, uncK ( S < mi! i 



Lit il] of irf atmt iit rela'es to voff- 
\h K \ IS O o' S and W n 
Ru R i( 1 R^"* t-iili iS jndupuii- 
: pfcterablv. X is !» a 



CH(R ■)C(0>NH wherein R' is H Of Mc, 
f Oni ] Preferably, ihe method ol treatraent relates to cam- 
pounds •)! formula 1j wlitrcsii X 's 0 or S and W is D-C(Z'*) 
whereu D is CHXH .0. CIl t H NO ^ HI (lUNMf , and 
Z»is,0 Morepreitrubh X is S x \\\ s ; ^^X^l,0(•■OV 
[«-172] PieEcrablv. the method of !it ti . t rd^-rf u, cosn- 
pMstids 61 fonmiia l.a wherein X is >> or S and W i& 
CH flL( II, CH CH rH(OH), <^(l,ni(C>H)aii, trans 
-fliS \i—<m, traas -C H/ 1 ==<:H or 

[01733 



[0174] More preferably, X is S sad W is C«.,a-l,(' 1 1<0H), 
CH,CM(OH)CR, or 



(0165] whatejnR'-' lissh^iuntxfof. im. '^isH.Mt, 
Et. Pr or iPr. 

f01&63 Most flreferably R"*- ts a phenyl ot the formiiiH 



^7- 




[0167, V t ik U dodR'^'- t-iaiinctpii^l' n'i^ i*" 
H M. fl l> I'l OSk ()|t,i,Mi.,Sf Bi,ti,I,(l ,\0, 
(. i< iuU (. ^OK)^k k f (0"iOht, provided th^ it Last out 
t K I I ) k s ntbi.'- tbii "isdroi,"-!!, Mid R it> 

H. M(i or i;u or R ^^^ js 




[01761 Pif lei it^h the mt-thdd of treatment relate* la ccm- 
poauds I f Hnula la whercui X is O or S aad W is 
Ul < It ' ■li.CM.CM.O. CHXH(t)H)CIl^C), 

tH(H\H nuOiriClLNH. CHXHjNMe or 
aKOKOHKli Nil Moiv prcftrabiy, X is vS and W is 
(:H,(11(0il)CH O, C fI(OH)CH,NH or 

ai,aifOM>GH>H 

[0177] Pn;fer<ib!\, Uw weihod ol lrc4t(«ent relates to mm- 
pounds of fontiulj 1" wberetii X is a valenee tend and W is 
CH'™a{(:XO)NH or 




[017S1 l»reier ih (h mctfKxl f tu it iit.Mt a h ts < u .m 
pouttds ol: torrriula U, wiiert-in X i:> klh ifld * i» 
StUUOtNU (KH lOtN f N't fl'-'C'Ml 
N\k( lUC (0)m Mou pji ti ribl' S I. f J 1 U I- 
St'H.,aOWI!. 

rum] Most pHt(-ibiv,iUc method i ,n.Vir i^Usi 
compiuimtfr ol totiniila la wherein X )S S and W f.s 
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01jqo)Mf. Cii(Me)(:(0)N», aiiCHaCl:I(OH), 
a;i^CI-i(0H)CH.,/CH.OI(0l^^^^^ or 

[01 SO] traiis- 




[U181] preferably. Jiie method of iroaimeiit relates 1.0 of 
coinpcuixls. of funriuia i a ^vbcrcin As'iS phenyl ^'f formulst; 



[mm \Uku i 1 R"- and R' c^Ji induxtit'i. if \ ai^rccms 
U,m I iVi n\h (If) SM S! i H ( ! F i < ) Oil, 
NO , t N Vh HO)oH, ( aJKAk <((')<)} I I n All 
C(t")Wi, C(0)NH., SO-Me. S.O,NHj, moroboliiw, i-pyrro- 

NO,, .wd'H"- is OMc, bsio, OH. NO^, Ph, C(0)On &r 
C{6)aMe. 

[«1.SJJ More prfcferabiv, Ar .is selected from 




[01if4j whcrc-iii R'-' i.s Me, Ci, F. Br, I or NO,. 
[0185] Even more preferably, vV" is i& selected ftom; 




\k oM< . r i I (n, I'll ( (oy>H, ( foynii or t n 



Mar. 10, 2005 

[0187] Mo&t prefcfabiy, Ai' is sekctec! froin; 




[«188] NS'hef ein ]i« is CI, Br, I, or NO.; or 




[0189] whefeih .wd R^'' each is F; ar whereiH and 




[0190] wherein is C ! and is OMe, C!, OH, CN, Vh, 
C::(O>0tl:OTq0>0Me. 

m 91] Ailerfiatively, Ar* is 5-{;t, 2, 3, 4-tctrivbydKinaph- 
thaknyl), 

[0192] In ttdditioH,: ihe raeihocl of tmatraetif pxcfcfatjly 
feJatea to the compounds of fofmiila lb wherein At^ is. 




ftirmuk 



A:. 

itpftstntsH M..,t1 Pi, Vi OMi. Oil S^ft Sit Hi ^ 1 
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F, CT'j, NO-, C(0}OH, C:<<))(}Me or C(0)0ni.pttjvide.(i ilial 
at leasi oiit'df R'^'^, U ^ ant! R"'*' is other ibs!. hydrogen; 



[019!>| wherein R^''*'^, IV"'' anti U^'*-' sre respecfivciy as 
ar El; or R'^^ is 




jOlS)"?! \Urt R s^'LCti-d tfoin n Mi. OM<. <! 1 
1 Nil NHM orKMt Mo5.{ prt.ttr*K tht iJ-.t )i ht 
cotiijjoutjd est imnula lb wherein Ar' ts 



[OlSfi] wherein K^^ 




[(»l»7l Preferably, ArM 




[02001 %1 i.fil isslcLi. Inn U \k (.>M^ U I 
(( Mi NHM^f NMc dWR > 11 \L )r } M >.i 
prefer aWy. the use oi. a canipound ot tortnula lb wheresn ,Ai 
i!4 as defined m the last instance and B'''^ is 



[0201 J and R*°^ is H or Mc. 

[02«2j Accordiag to a secoixl emlxxlimen! of ibe fii-st 
;i.sp6Ct ol (he present inveniion ttiere is pfovideil a inc!iiod 
fc>r fteadag MV Mectioti ccimpri.sing adniii)is{ering to an 
infected huwan .t ttietapexUicaJly effective amount ol" * 
coctipOThd: reprfcsented by forroula I a-. 



i 

[(1(203] whecein XvW and Ar^ are as defined herein&eibrc 
iitid R'' is a pheayi pi' fonniiia 



[0198] whefoivi R i:s as Mmcii in -iie ii:si iiistaiict; 
herein, snd k" is 1 1, Me i. t. Pi nr More prisferaWy, the 
ot the uimpniinds ut forai-jla it) whemn Ai^ j.s as 
detuAJ m ihe inst jn<iiam.e jnd R'""" is s phciiyV of fofmuta; 



f02»4] wherein R'\ R and R' ' each imSep«id«iiily rep- 
resiinw M, (C, ,.)alkvl, (C3.7)cycloalkyl, ((;-,_-,.)cycU)alJiyl- 
(€, -,)alky!. <d.6)alkenvl, OHC,_,,):i!kyl, S— (C;..,}alky!, 
hal^'CR,, od\, OH, NO.. CN, phcfiv!, 2-methyiphe.nyI, 
S04«H-, SO.-i.Cj .,)aikvi, C,XO)NH.,, mofphoUno, i.-pvf - 

whcteiii R'" i;iH vr (<:;,.4)alkyl-. or 



US2{)05'tK)54639 Al 



[0205] wlu'tJuR^ iss<-!cwt.Ll rcmi wi gioiijus^nsiMiiu 

or 




[0206] wherem R'^. 

0207 1 R'' t u l>r(. All,' sttcti-cf Iff 111 rlje 

stroiip consisitiisg ot. It, (C, ^)alky), (C. , ,X:¥cloa!kyU 

^)u:iv\i, s--^'' ;!i 1, i ^lo, c i ^> <k i , on nO;,, 

('\, SO^NIUSO;— (Ci ^)iikv>, C(0)l)K' whi-rein 
is H Of (Cj ^)atkyi or NR^R' whsroin R' aiul R- ea<ii 
ijKJepcxtdentty is ii or (Ci,4)aEkvl; and 

[«2081 R'' r<:pLL5,ents l), C 1, Br, rOO(r, Jalk^] 

jfll209] AccorcJiiiii to sun? second embodiment {he: nielhvxJ 
ot th)<i isventioi rrtttrdoK tcJiUs, tu a compounJ of the 
fcrjmila la wbectsii R" is. |)r<f[erabiy selected frcxn: 




'mi R ft.^ii^-.c.iKl C !ir ni ( O0{< , ,)<'I!v%l, 

|(U14 R 1 Lnh i-t' I 1 I. K -(i(.<.u\i (rc>-r ttit 

up cca'-tsm^ li II lUUl (C , ^o.k ilUl 

UM \-( ,^ilk\l h.l , a, fXF , on NO 
(N SO MH SO— {C, ihl'- 1 ((0)0R w ut-m'>l^ 

i,J. oiU.ii s II I « hi vl 
[0215] K^' represents fl. CI, Bf, COC)(C:i.„)alkyl.: 
[0216] M"M prcteijblj R" is btUUcil bom tbe t,wup 
consisting of: 
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[02171 K iiUhc t i 

preferfed whereiti fho 



ordiTTg to the prescm (tivcntioii >s 
1! )r iiml IS f> n tiiooun i of Ion \M 



[«2J8i 1 I 

ot toi-mnta 1 

[0219 
0220] 



wherein — X— W-- 
IK „r ni)i insistnu o( 

0 (U^R J -CO NR 
S ) Ik - >— iiui 



10 the present 
■s a toinpound 
iivalent radieai 



[02231 swiuut K » 1 R luh i ulc 
(( J j)ilkvl R" IS 11 01 (i J JalVv! iiid \ 
laikvlent rou} is >v m ll\ sul timti.t \> 

10224J Ml t ]fv{L ill -X \\~ s ,4 
selected fTOfii tlae grcatp consisung ot; 

\V&2^ — S CH-CO \H 



r0229] 
(t2H>| 



L Jl k 



r Ml 



T 



[OS-^ai whtam is (t ) jj ^1 i 1 i VO in I 
[0234] R nd pi iH 1 » h K n ' 
Irom iht, „to! p «)i)siMin, ot H tC idlk\l (( ! 
vioalUi {CT-^XvaoiSUHCj )a{ vl (,< csnl 
O^f >ikvl J-i!^ i i' !o I > 

-t\0)OK — )ill%lCCO)OR -SO— ((, 
)3lUl(.((»Ol Hj,)''ls^'' '>)'^H UO)MI 

itevl --St'— NH plui\i pbtinim (h\l 2 ^ or 
4 f> nd )>1 i^JV rol\i whLt^,bv >»aidphui>l p\ndit)>l 
.ititi pYnolv! mav Imve one or niofe sul)st)lv«nis 
LKd ft ift the s,f )up Ltww^tag ot hiio NO 1 1 



[0235] whercsn 
4alkvi-. anci 



3lk^l 



5 H or { 



[0236] whaeiiR"^ iC b txtcki vit-prts j 
II <> (^,^)atkyi w hcf un R^ ard k r ic 
(,o\.t!e{3 H t>( tK5e<t w <^?tl oth^r o c to„ t i-r ".ith 
the Naom i« \^bi<.h Oi<,s eiu tt 1 i s 4 io 
7 ravfrbtrwi h«.l o stk vi i ir —^11 t, i " it 
lit position if I ixmh r<.i.i h tuui-\Jt.ma^ U 
repkttd In — O ^— ( - NK^ _v,'-ir k 

JOPK stills H ((OK>P a UKV (t )l\ 

H or {Cj .)a!kyl, 
[0237'' Most pti-kr^Liv Ar is sekUvd from ibt ^Dup 
ccsnsjstmg of 
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iR iH f. , ft N 






U IS ( * 


kvL- and 








{( V\ ! V 


( s fvV 


lUi (C 






a t ( , 


()(T NO (N 






<iu)k 


(()<'H <<■ fi'' 




s«i -(c ^ 


!\i «.{*>)< K 1' 










ihurvi SO \n 




tttivi pV 


SC — ^ c r t (n 


ndiiivl. .5 -nv 







1 11 lu ^ nss I t I NO \U\ ad 

0241] t u U IS R M ^S., R s H -^J (t 
>.)nlkyt; 

(0242 wUi 1 Lfv*i mdtjtndtntK repre<ieat 

1 oi (1. S I vUrh, doci R""^ m<i be 

covaienliv botitSed tn each oiher to lorm toge-I her with 
thL N dlo ^^^ O 111 \ ) lll.l-'i.d *o 3 4 to 

7-motn!5erecl liefcfoovf.l-.:. wherebv ihe --CHj-^group at 

up 1 -o s-of NR'^'_wbi,rvi!i R"^ 
r^H s^nis Ti ( (0)0R* , (C >Ik)'l, (( 

U Of (C, .latkvl. 
|(U4^ 'i I r prtterrttl tmboditnt iits of !^e 

s<;CiH!H js|Kc) u! iliis jjiventioTi which is relatec to new 
t'csitipounds are dcscnbcu. 

[0244] AccordiiJii to a: finst ettiixxiimejit oit the secotjtJ 
aSLiecJ of the present inventmu, there are provided new 
compoimds ol the fomjula 1 

At'—X—W-Ai-' 1 

[0245 j wherein ArHs 



I , 



j0246J wherein R^' w iielected frotn the group coissist- 




-cdatinjic-d 




[0247] Xis&: 

[0248} W is CH,C(G)NR'^ wherein R'' i.s H or (Gj. 
^)alfcy!; and 

[ft249] Ar^te 
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[0250] whe rem R** is haJo (if NOjj or 
pttSl] At is 




[0252] vvbf rciti fei halts or M>j and is hifo; 
[0253] Aris 




02S4] Wfui !<' t^tdiorrNO i id ft' i^OSU !m! 
Oii, NO , vhvn)l, t (0)0!I or C{0)()Mc 
r02-'55! Miisi [5iel:cr»bly, ntw compounds are represcalctt 
t)v the lormtiiii la wticfein R*^ ts sclecied from the m^f 




I 




t)>^-] 1 I lu ! ilioiirstt-munimuntor 
il 1 i [ t>L I (.^ 1 if)\(: itjon n>.vt txi npoufkis 
ot uu- !;>rmiil,i I ;.irc ptoviclccl 



[025S] wherein Ar' 



[0259] aiKi 

[0260] wherein R-"*-' is a piieKyl of fmrmh 




rctjrcsv.li s U Mu It Ir ih }^u, OMt uLt SM<. SFl, f3f. 
C i, 1 , U Vt> , t tCOOH, ( (^>/)M^. ( r t (O)OLt, pios K^i.i 

hyitrogen; or R'^' is 




102621 wherein iV' is selected f.wp II, Ml-. OMo, < :, W 
h\, NH;, NHMe or NlVk,; and R^'"'"' is H, Me, Et, Pr or iPr, 

[02S3J .Mf;st prif'cnblv R^' seiccieJ itoir. t-K i^m^p 
consisting of. 
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-txinfinuci! 




[0264] X is Si W is <;:HjC((>)NH arid Av' is 




[am] or 

[(Bfrfii] a ttHiipaiuid of tomtuia 1 wherein Ai'^ ia 




AcLiJiditsg to f. «;Ci)Jl<l einiXidiniC-ili o!' the stXA>nij 
aspect of fee pjissent inveniion, there axe provided new 
compoiitKls of the fortfiula 1 wherein Ar' is 

R'2 !!'■" 



[6270] whereiii is selecaei) trotn tte gfoyp consisting 
of 



t 




[0271 j -Mwem U'-\ R R' \ R""" K", R"', md R"" 
are as defined terembefore and heresnafen 
[03721 Accordiog lo this setwjd cm|.>odjnten! pteiertcd 
iseaftings of the suhstituents arc: 
[0273] R' ^ repreiM:nls CI or Br; aud 
[0274] if is NOj. Ci or Br, then R^' may ate 
represeril h or CH ,; 
[U375] R'Mi'\ 
[0276] R-'.R-. 

{C V^Joilk^UC ^^I'.v i.' V (J— (.«..,. 
Oalkyi, S-rc, JjlK^l, I I <f v>(. 1 > OH, NO,, 
ON, SO NU , SO — •) IJ ^ i < < ))( iH wbcrejti R' 
IS H or (t , 4^iilkvl, o' MUi ' ^ i i.>-s.m R and ^adri 
it3deperidemlv is H or |C>i..,,)alk.vi; and 
[0278] fepresenfs (3 «r Br. 

[0279] Most preferably W rcprescuis CH„C(0)NH . 

[02801 Mnst preferably ~-X— m —~^>~~. 

[0281] AcGordiiB^ to (Ms sewmd embodiment, most pie- 

fcrrw) are those compoufjds oi the lorimiJa 1, wherein At' 

i 

[02821 aiid whef ein R' " selected from lixe group cotiSistiflg 
if: 




[0269] and 
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[0283 J i-BTibernKwc, those cottipoisnds of formuls 1 are 
preferred wtef&ro Ar' isi; 



f)2S4 1 u !- cro [n R has one of the mosi preSerrect niesn- 
o! K '-' (lefiiieiJ above and is H, Me, Ei, il'r or 
2- liydK-xy cthyL prefetaMy R'"''^ is mctJjyl or eihyi 

[(ESS] Funherroorc IhoSo a!m{Kiunds of the sewnd 
embodiment of ihe piessnl invenuon ?r<t prefcired wtercin 
Ar^ IS S6k*'t6tt from the group consisting tvi! 




[e286 1 MKCem is C, or NO- ind 
[02iWl R^'^-^ is (Cj„,)aikvl; 

10388] R'" is '•tkcied \mm tb« group oonw. s; oi 
(C\ Jalbiyl, (t , ,)<,ycU.<ilk>l. R , ,)..u.o>^lka (C 
3}(i!kyl,{(\ ,>a!k.:rivl,0(C, ^)y.k\! SC"-, > a'l>h<io. 
CFj, O0f\, OH, NO , ( N, —M''^ , — "iR • 
— (Cj >ikvUX<^!R'', -((0>0K", —(( !J>^V' 

(.((noR-' sf) <c ,)iit.>i-ri(.))OR . -d 

^jjik-.! ; (OINH {t.())NH , MO) (? )<lkvl 

pxml pbuninULvS pliuojkNO- 2,3 ot d.pv- 
iiiJm\U ! ,n rokl wUrcby snid phujvl, p>rKVi\.i ai\l 
pNrroiyI twvt < ne or moti. sut¥.li(uc'iis scUttui 
ffora the groiip eotisastintj of halo, NO,, X^i -i-Alkyl a™l 

\H2Sr^ wlhfc-sa R-' JO (f\J»tk', IC- ' H r 



thv N! -ttnm lo v hu!i IK <i t [Jul lo ^ 4 to 



n .^rb S ^^i< Ot v., 1.11 ^1 
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[0(291] Mi> t p.Ju^!.., ti' Ls s, kv.i..Mrom iht a„v 

c<M!--.mu 1 «. K lC\^k.iSUi, (1 Oil, 
—mX. ....<•( «■•«•! — rfOVNlL, --so.,— <C. jtaikv!, 

hdV^ I (. I I ili'-l (. iK -dtx-'uj tfoni tlK gftJUp 
consistitii? oi [i;a!o, NO-. C ,-;iSkvl 3,ad t^tj, 

[<G923 Nfost prefer ably Asf* is setecied troni ihe gfOup 
coasistiiigot: 



HIV- J 




atomistermg U> a human ouitjn, mkacd b> lllv-l, <i 
feempuiliLjlU eftLLtni, w unt ol lujaiiounlo i tn u \ 
1. as ('ts^iilxd jl 'i r I 11 I K 1 1 11 ! 

wc)ph>lax<s sfit (. mi( uiii-, j l, I i v 1 1 \ 

adnnnisiration 10 tJjc n'oiher i)t:ft>ri.. ijiriii nii^i m^. 

child wiiUm ihc- nvs! davs <>i i<fc. 

f0297j 1 tomji TOirfs ol ktrfflui i niixitiliii siir 
in singic or tJmoeci clos&s by lae orai, ps:i.Hiti,n «j)ju.<iS 
roines \!saiUbk ofalcl sii,efor i< nuui ni uij 1 
woiiid be !» Uie lAn^e of abou! 0.5 mu so 3 g i«.r day. A 
pak aaoraidosiavfor-iCDmfomdctttf uh i vviul<^^ 
in (jjc raiige .ot ab(.nrt 100 mg to 800 tti^ per day for a patient 
■'0 kg Ii pafi-ntcTil forrnu itirtiis n si tfbk do«. 
i "umtiidv fil 'f)ir-))nHto2Sf»m.,«'Mid^ tPpoutK'. 
rt LfjbH 1 mtti);(K>mf, w'n r 3-* r t jpi- ''An ist 

K pi li red il \ i i Ix *\!ukrsn)cnl ho\ c\ti Ibi! ihe 

dr>si^i 1 iim^iii 11 lA !) pdtii-m 10 piULii woulJ v^ri 

]i ' , 1 depend upt II tht 

^ in I I I -t vnicria ftn ilxuig a 

^,(11 uri J I o 1 o! Iht, 5'a uni ax wdl 



^ ^teTtm imtt Ken ai 
'i>.v miV Ht \d")j.ii 

ph.imiacciiiical orep; 



[tt2!>3] Specific Embodiments 

ltC94] IjKliidtd Wiihm thi. swope cl lhi)> invtnlioa are atl 
cof»poiim.1:S ol: iormuh 1 as prcwnrcd in Tables i to 8. 



',kiiH\,M8K V2m s»d(jJWA(.am(.ii>;. 
uiinpoiiiids miv ^ls<> ni.iM trti>er doubit 



phimnc.Ulu^UirHLrmV r I S, u, . . n, K r, li u! (k 
anmtr ) gini i m u >. ^ I'- ^ " 1 

admimstratifn rNirapksdts I '.x r l i a, iK^-nmk. 
gelatin, talc, starch, magiiesiimi .'Stearate, gum aiabic, vcg- 
ijiable oils, pofvalkvicne^ivcols,: peuwIcuHi jelly and ihc 
like. 

[0299] rhc toiiBCUnds. ot t irmuia 1 iar H usee' m 
eombinafion with one or aiore other autiretroviral Jrug 
Known 10 OIK ^kii ^ 1 jn Hit. irt ds a toml int-d prcparitu n 
ust-fu! lor siraultweoas '.tptritt or scqiur n' i i"iini's n 
tion for ireatmg or preventing MIV niiciliofi ju au inoi- 
vidual. bxampies ftf atitiretroviral cirug.i luai m:iy bo uxi.\ ui 
cofflbtfiatioii therapy with tXJmptwnds ol ii.inmna i , iriLiuik 
hul wtnotlin ,wl to NRns(s.. hasAZI) NNRir^i^J^ 
IS Nivirapiiie) I ( ^i'^ M tit,omsts (<!Uui as S< H '5)15-'>; 
<.Xtll4in woni-ris (.sua dsAMJ) ^100) uikgn-ii, miibj 
iors (such H I !-^()<<!(t) inl <^iisi m if' 1 >.h i-. 

1 20) >nukn^iS or aitibjiltn I i^uiN (sti^.h s flu i ^ 
^ok) nipouui Mb ilBO u<t I'lvirOiniiJi [t>' 
,kl(MiUi /cp it -t.lHi m iixi thiou.)* p nn- 
pouiids o! the ((.-.AM i.u-iini:ino fhtnyl dvtitaraiik,)-!>pt., 
1X1 il tnbitof\ ) f li'- inhihiw ( "-^1 ^■^K|!in"\w) ^nl 

lig-'tional angs( iKh ivDMP -JMi u DPf f*"^ ) M ir i u, 
a compound ot lormute I can hv used *-itii Matibxt .toiu- 

rO-W] Iht-pluifi^ a . )rL,u t ^ I K pr*,pa)ul 



1. lurihcr, ttie pliatma- 
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•wch IS pr<;>MU^iI(\c>> <.t bij a uiiiivtirs lli\<i im 
provefs. wetima asetiis. mvtkis, salts lor vatyiiig iUr. 
osmotic pressure and the lixe. Hohd earner mAteml which 
ciin be oseii tfidade, fof example, starch, kctc»e, miiiraHO!, 
mcthvl celliiloset microcryBiJslhtie cciiuktsc, lalt-^ siliui, 
dibasif taiciuni phosphate, and liufh nwjeculaf v.'sMsht poJy- 
mcts (mvh as pfitvethvtene s;lvc()i> 
[OaOi] Por parenteral use, a conipotincl ot formtua i cm be 
sdrtjuns.tfcted in an aaueous or nQii-aqueoas soiutiun, si»- 
Tjension (>r cmmsicsn in « ph3m)aoe«Ht-a!.iy tiiaiipliiblfc mlot 
a mixture of hquirfs,. wh(di ftia:v contain baciencwiauc 

pt-nts intxixioanLs prv5Cf^ itn&s miifefs or otnu vjJuios 
in artJer the solmion iviotiit will t'l blood ibic^vfiinti 
rfilcDt*. suspending agi.tib."r( lnrphitMa^i.til!v )H itt pi 

He jddmvts \dJitRes <>t th s upi. iptiudt lot tx ui i k 
lar'iitc ^itrUt, and dtLtd't ) tT^.'-^; ol x i^Kik 
^ul ,xiKuhV! nt^,h,„ ■ a.iipli.'i f >nmrs( u h V I DIA) 
i,UiMl«HH--i'-ti isvKlij 1 isiilUii ^,(lniiimaih)Mi!li 

liquid p(!ivcrtivjenc ijxidts.) £oi visto&uy it..s;u,lat!on atid 
inh<.<h le" L \ i! fi n< so iitu inhvfirtcKs ft<,M,r\a 
)\^s<-,\ 1l t, U^J 1 Kv,>.->sir> "^cL. tKuzoic .icjd 
mt-uwo ofon t<»ib<.i I. -jilX^niim i-blonde andother 



[0302] Tbt 



Om Iht jfi iss I iiorws 
[»MWj 11. . 11)^ thi > Of ikobol ot loimu'i Ar^ 
\ H {1 (ol vv 'h u ohii) a'! K..K .U 1 esM a 
hrmi.-^ ^IKR'^), U<^UK i . ■^ - 

ml ir IS (( , ^ !U1 li ji^stn L ^, , b s o 
Stain !K ^o-rcsj ondin^ i-stt. ot lornndi \r— \- 
(( R R") ( i ON >k M 1 " "Ill « t i b\ b^ Jf uK >.i-, 
titK.stiu tlx oti.s.xnlnvJ lUKlx.Liiifx =-n 
and coiipiiog tht lattti aau wnJi an au.'initn. Mn^nv o! 
g(.utia! farmn a MNP Vi m i \ ■•est ct, i (.f i 
phng a^t-nl to obtaai tJit ttirrtsponding aunpouiut ot 
forcniila 1 wfseteifi Ar* m\ Ar arc a$ ddmcil herem, X 
isSQrOaridWts((U*R ((O) NirasdctmuJ 
herein; or 



[tniOI b) n. (. 1. 
X—Hwhcrt. 1 ^ 
<.Mtb n in li 'l. 



X— H can be prt r 
a^allublt. aroTdi 
swdium aisde lo u 



,n 1 \ S ot G 



■\As of ibis niveiiiion may also be 
lof nasal Appiicaticn and rriav 
oonlani m lulditioii to the cosnpounds oi fnw jfivciitioii 
suitable buftcrs. toracitv ad|usiei-s, micfobial prcsci^ativcs. 

p hMinl tikjhoi v^Uulmt n(:ii\3ni.s p5K\ij)-slpiitv).i 
dime, ppWsotbaiiSi or ^ilyeerm. Microbia! presers'auvcs 
iieJded ttiav inctode henzalkonuim chloride, tiiimcrtssal, 
et!}OK>butari«] or pheiivlctlivl aicahoi. 

nWi^'l Adtiiiiotialiv- the compounds provided by the 
uistriuou ninv- be actminisicnible by s-uppos)!ory. 

1(^(14 ''ViN L \ov i"c SvmbeMS 
\{>M)^ (] ^ 1' V 11 , I IS of lorroUa 1 art pft 
jiaii'il Ivy kii'iwii (iK-ihf)ctx lioii! jcadilv availabk stariiiis. 
n 'l I s iL L oi ^ n t I s K ic to K Witsbk fo) 



03121 Ihi rnjuiMt u >n hk. irrndt of kiimiJj 
\— (tRR'''),^ <(0}\R V K pt<-pmdrudi!\ 
bv known methods torn coimiicfciallv available amiaesi -for- 
t.)iuti A -w-L t\anip t. 2 hcrttlniier 
f(»3:131 Atlboug'i !.cvual I! kn w-n oiuf 1. ^ juent<i <. <■ 
be Uhtd m iK pru-t^m-, pr<x<.ss p* I'^ih rus u\'v ortt 
has betn foimd ti. be pi lIkjI i.i ^ (. 
[0314j PfO<_<.sse<, and ri. ii'jiifs kn fi.-'- niisi I'll a c m 
poutids 0'^ tomnii'a 1 art lUu-Eraled hKthtr o\ tht wxampiv^ 
herei natter. 



i; a coffipomid ol lorititila 1, 



1«3171 fee h! < o\ J b Ml 



lOilP \\i ftmAf iillSi 11. -isAlfulUrt u \< S 1) 
(). R-'^ if, II or (C. .)aikvi ,iti(! Y is halo. cs.. Br or ( -1. 



[0119] in \r) 1 „ b tjovvldte, 

i"(«20] OIAD: diistipropvl .-izodicarlxjxylate; 

[01321 1 DMi:\ N,N-djra6thvlkmMamlde; 

ro322] DMSl) dmiUh^isuitoxide 

[(M231 ijppfM bj^dipht-a^lphosphinotLfrcn-vrs 

[0^] nPPRE 1 diphtt vlph()*{ hanvlben/oit. luii, 
2-(1.Hmetbvla.ivn<:lt!vleAter; 

[O*!-;! fJJI UI dtlno^mL.ol 
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[0326] 
[0327] 
[03281 

[0329] 

phy; 

[{03.1] 
r()332] 
[0333] 

[(J335] 
(0336! 
[0337] 
(0338] 
[03391 

[0340] 

[034 fl . 



f.-t..O: dicibvl e!hcr; 
LiOAo; eliivi acetate; 
(jSH: glutattiioirej 

i tl'l/.:; b\\ih perJormanue hquitt eteonwiogra- 



Me: inettivh 
MeOU: mnhano!; 
Mct.N: acetomtfile; 
Ph; pheijvl; 

icirabiuyiatnmianiiun fluonUe; 
TM: tnfluonjasxuc acw; 
THF: ■elrahyifaofeitsir, 



\ impk<i illii:itr4ie iiwtiiods for pre- 
e iMvctttion. 



N( 
[8342] 



Lxaaipk 1 
Lutrv 



i) 1,2 Dih^dn ' (1 ti<tptllhaknU) '=11 MmMk, S 
thione 

|0^4^] li . vidiliuti \ N U 11 '■"hmm 0 
3cidu 1 Fiaiblti..kn>lj-)ilnK\JJUL (^IHJ t, 2''0nnma 



lajoiN isi.<in ti.! -.iih i,uc-.is 1 \ Ni( Tl -oM m I hi. 
aquiKiU!. kver was acidified wjtt: aqueous o N IKJ, soluotm 
arJ J fthil^-prcvipiiali, to "Kd In- MiV^i"'' f ^ ^ 
and the resUUingiKjljd was tfiluratcci with JitaOAiexanc (1,'l.j 
fo§i%ethB itlccoinpta!wi(^f*96.634 vjtld) ,js ^in ail *iiHt. 
solid. 

l>)2 {U (1 N iphttuktivl) IH-t tn'o 5 
vl)thio}acetic aciiS 
[0344i Pvnd(»t (0«3 m), 10 < u.mU ind 1 2 uru 
l^(l-naphtha{enyl)-SH-terjra2Gl&-5-lhione (2.14 g, 9.38 
mni'ii) wsTc aiMed to a stsiutjon ot mctSivl 2-bmm.o3cetate 
{^ll ftL. 10.3 mrnol) iti XM&O (50 raU^The resulting tight 
yellow soUaion was .stirred at room cemiTcratufe tor 2h. Ihe 
,(. 1 I n \ ^ u n cJiltited with FiOAl 0^ ml) <iTcl 
N,Ms •, u J unii (2x2'^0 mlt and biinc 

(,(«' I ^ s I flUered and uHM-etifated under 

■^du.u s J 1 u HK . tstc r dw<iok 6i it! T ill ind 



sii rut 



OH s< 



slovij dCriitiwi lo pti 2 
sohni0ii. Tlie suspension w; 

wi<i "-msed v/ith \sai(.r itiu <J R I r c <- <.».s ) 

givcthtiilk«)mpuujiii(z4S Muidl is ^st-i so'iJ 

c) N (2 ChJoitirlt^iO) 2 [(5 (1 naphthaknyl) IH 
te tf azoi-s-r vl } ibio) ace tamidc 
[(«4.'> j 2- { f l-(I.Naphj.aaknvi)-ltI-tctra2ol-.5- 
s' iliu>}it£iK aad C>00 itg, 1 ''s mtnoJ) and 2<;hlc>'-ua 
lu!) ic t'tQ «l 1 02 tnmol) wttt dissioived rn drv pvndi 5*. 
(■s m\ ) rtu'- •>i)iutii>Q w i"- cooled to 0° C tind POCi, (0 i"9 
11)1 ^vi. - ) 1 > I \ y. niumn, VKis. i'lrrtd af 0'' ( 
ioi 1 II ''i,^ drops (li wati.r, ^id i.o'it^.o 

tj itLAj I ' i i-s^uLti. Ibe L.rudt pmduct ^^a<; d.v. 

Mi HI C il 1. 1 ( uu n t ) Hf)d !hc ftsultirsg soiu.ti jn w i-, 

MK(.v MUf \M<;!Kd V*. !t W ttt f^'^f! Til) fflci ))t'}l. (V* 

ml), dried TMii-SO^I, lilicrcd aisti oonoontfated -Miicx rediitwl 
pre»*vite llie eriide product was psiiilied bv i\i:,h cuiiimn 
,.hrL>ni it<v f In (( US (fin X O n s) k an nd '!u tit'^ 
ciompounci (t>43 rtis- f*:'';* Yield) 3.s a stsijd. 
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Lxnmplts i 

fm-x 101 



Enlry m 



S-pfopanamicic- 




iTimoS) and pyrscime (2\ 

1 ((.noti niiNturt is-vur ' \ it i;>vn i <. ^ 

:n di!ii!e<J with CH-CK ( !.l> njLli. waslicd 
\Mlf( appalls 1 N Ih i soiulion (U) ml ) fcr (.0 nU Jtid 
bntie (10 mL). Ihfc: orsjaiSic layer was dried (Najfet)^), 
(iUucda.in't.itni-emr')t.(.Uii'ikrr ductd pi ssurt toviekliht 
(■Ik a)mptumi ( 1 M r > '2 ut'-'M^ utiiigt, -Ajiid 



h) 2 {i (1 N p 



nl) IH u 



[0^4XJ fo 1 solbfi fi U 2 bfom i 

pynUuie (iU) ul-, 1.43 mmalf JoSliiwed 



4{n n.flillnl ttxl) nit >m',u1u^ i I > 
nimoi) jjj 11 !l (-u i\i ) rht luiiti Q t intUK ft . unrd jl 
room 1tmp-n iitt, lo t \ U' Ni i H Vi s liution n f Hi 
(5 (to ml MlO m nol =. Wuimi .i 7 U(i ^-^f . d d jlk T 
was added arid die raixtme was stiricd at nxiffi icinpi- i^iiDu. 
for 6.5 b- TuQ nuxmre was conceniratcd un(^(^f reuutyd 
pftSNurt .1 liJ the i<,!>id it Wis Ukcn i» UOAl (^1^<) 1 ' ' 
.wliilion was auccesssively washed wuh acjucous i N IK. 1 
s ' iliDi (-S tiiU, v^alur (25 m\ \ aiii,iu)«s N NaOH 
s iivn -1 ( 'x 1 •) ml ) water (1 ^ ml ) and fninc (. S mf ) dntd 
tiiiuvd indLOSKOiiTJl diiftk i\,1h<. I | rv. sun. 
CiariialSv punlicd bv ii^isli i;i!rfi!iif[u,)w,i..iphv 



> \c f tl r, 



!l t.he Ulic cowipound. 



s ■> u h fl ! hiojiuti „ri| h\ 
lU t ^'-L NollnA'sOiidwh d was 
I UU\H itlOfdtnC ill, PV \ tld) 



pressure ihc resiiiiin^ .iqueoiss stjhitiofl 
I (Ui. ( 'S ml ) I lit i<ii» <ms ! i\i r v>, 
n dUi <m )f .(.ut. IS i Nil' iM'lutioi 
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extfafleiJ wjfh LiCJAc (5{> ml ) fhc (irgaruc laycf w,i, 
wasned with ,i'k1 I'u.w. Jriwi (MgW^). filtt'cd ..nc! 



.>1 i 



{03511 A v.lutxui oi i< tUO jil.M-^ nirt^lt m 

l-ti-ndphlhdigTuD-lII-lelrd/f.k- ^ -^pa.i.^x ..Lia (71f> mn. 
2 7S romol) in mx\ (5n nr > i-,!; DM I (-"iO .<) ^ SI-, 
rcacti'in n)\turc wa"! 'ihmd i "i"' UmjxraiuK- ior 1 S ti 
'die rnixtiire was cnnceiitraled lo pve liie tiile cuffiixsund 



[m'^lj \ s iuti 5 > 1(1 nitithi! ml) iK taruk T 

0 n > J 'm , . n ' ; 0 ^0 uiiiui) 'i 1 n} (: ) -.s 

j.'Jttl s tnsK ti 3 soliihon oi 2 mi'oaaihnc (Jig, 0 »9 
III ) t ) c ^ \ ridne (77 ^ *il , 0 98 nmK>!) in i HI (2 ml ) r! 
r»!>»i luwueralUie. Hie mixture was stim-iJ al H!tn»: terti- 
pi,M!.ir6 ti>r 16 h He ra>Mure wis dilutixi \vi h EtOA*. (Su 
mL). The soluoon was sucoesssveiv washcci with aqueous 1 
\ Un v)hitj!>>i <Ki m\ ) wstc (10 ml ) aqueous sstunitci 
NatBO so'ution ml) did hnnt. (K) ^iL) !r<,d 



riie ti 



I ipOUt J 'dft I7'f M<lli) IS <l 



tixahipk 4 
Enirv 3i.fi 
tr»s5{{,2C2 
thalcnvl)-! H-tctf szoJe 




a) trrtfis "5 (2-Chlofopbci\l)-w oroptti 1 d! 
A <>uiuhoa oi. 2-i.h!oK>vintia!!!K iciU (6 (Hi g 2" 4 
LQ ITIP CSO ml.) was slowly added to a suspetisioB Cff 
{] 2i g., 32 9 mmul) in ntl 00 ml) st room 
miMurc vta-j sU'.t*.! until c^o1Ul n ot ga<« 
ui( 12 1 ^ i s J ra!' " ^ "1 * UM50 ml.) 



was tiT.n 
<itl ^ 1 

filtered a 



due ' 
6"' 



\ ^ n U u ixtts ivtU *,iaiu)vMttl 

iPtl cc>iic*[!ir;iitd injder reduced pressure-. I hc rest- 
kds puntitii I'V flisf) chiuitwiogf^phv 
(.( 113)200, 95 tij yieit! fin, iitte tomtHJund (2 hCi 



n 



imeihaiiol 



[OA I] fa( \ ) (in {if Ti 1) s adi d t 

stun !tf n 3(7^1 r pfc \)) pr j n 1 KM 

0^>[t lol) solution ffll^N fit ( ( M 

ml ) Iht. re tl) 1 ixi re s s s <. t r h r p 

fo I b \i3 add 1 f c (. H N iu 

al ) ^va added n 1 1 n xi r as <; r l f 

m xluft, w t. 1 1 e I hr u^h i \ i\ 

f Iff e e n p I ndt it iCv, J pros u 

bv (5 b hrom Htf } 



(t II ( 



H) 



{Til Kjh nyl; vU p p HI n 

thakflvl)-lH-tetrazole 

[0 61 DIAD <S7 I 0 44 mm 1) w s Wed r p 
sit ! 1 b\dr J ( n p ih kn It "^fl t 
tb I i { n 
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tratcc! iinder fcddct d pic 
fla^i t:hronialoe,fiipnv (ht 



.t,i6 was purilkc' by 
! I) to ^ive the iuic 



5-{{3-(2-f:n3tpu>p!Knyi)-3-hyiifOxypro»yl}lhict}-l- 
(.1 -tia phi biiienyl)- i H -tetrmi le 



1 -(J.-naphih!-iknyl)-l f I-l:etfiiK)ie 



i„-<l.hHl 



S-tbiooe {W.O ing, 0.35 mmoi), 1 .t.2-chk)rO})ben>i.!-j.,3- 
prPB.<neviu.i (OT (■ -ttsi O^^rrncH .iaU-TIi, I UO raft (i 5: 
mtti'il) m rm- (,!>■ mi > "P^' 'i'"'- ^f^^*' 

conci.nir<itiiU unciti tcAitoil j';c>>.vi.- i:>. n ^ spin 
ticJ by fU-sh chrf)niat<igt<ipf!> (.(11 CI- (C C; 'Jj 5; i . 
give the title compoxtnsl (70 mg, 50% ytdd) as a while solni 



5-{{3-(--Ch!<m)rl»eiij')-2-Siy'Jcf\>f)fop'a}!fij(V. I 
(1 -Daphthi!len>'t>lH-t<iij-xnKji6 




«S \< ! 0 11 n w s added 

^ s s ■) 1 p n U'Vlj.rtp ft i <il 

) lr\H(i«iil " ■^nit >1) ^ OMnHuI 
icvts. {,5 mr 4 7(ntnoi)l in IHl ( Oml) Aftet 
3. ifje etujkte solsiuon ws«5 adticd via cannuk to a uM 
8° t ) I 1 t < i Idohvdt ( s, 1 ■> 

) lU) k (iL) rbt re ciion ixivrv,w s urred t 
( I \ j <v s nir led NH 1 1 sc tatit i { ^ ) 
ixtufe was aliowed lo warm siowlv 



1 



] 



■du 
> Lt 0( fO 



1 <I ptKi n 
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b Ihe mixture wa's ^on>.(.inr<iiiftl und^r rtdyttr prc.s."s«r>- 
J tK "-ts (Hi wi'i ounf.id b'' i!PU usine «-' csradn,m ol 
Mt. N ' f O ^ I Ui! irm HA (0 1<V) (t om'nPrep ODS AQ 
0 u < I ;0 A) f be pan. Va^tion* wtit cooLm 



: {{1 (1 Napfi'hdkml; U! imni/x>\ 2 s!}ilno} N' 



tivdiYixviiriipyi; thio} - 1-( ,l-napl)ltiiiie«yi)-lf !-tetra- 
w)!e 

[03IS4] 

c6 




[fJ365] A sofaSion of S^diloroanilme (4&.1. uU 0.44 
UTiol) Ljnchlctobvdrjij (51 4 li^ 0 66 nimoJ) ind ft,N 
;0 -^0 n.l 2 mmo) m (iO ml t w ht-Val ,1 

t \t I (. I I t R tntxturt WIS tfiuLt mnU i iitKxr 

I h s I. 1 1 tU rtsclLv puii'-it 1 b\ ih-^i 

1) n 1 i^i t V ol the )Q!tmO(.di3U o^m lu 

i 4 m^) _ h !A 1 (J ndpfitiiaknsi) 5H 'ei ■ ok i 
thoftt (>0 0 mt, 0:2 mmol) and Ll,N (0 30 i )U 2i<' 
in)Tu 1) in Mi. Oil (Jj ill ) was ht,alcd it itflux }oi dds<. 
1 u 1 1 M 1! \ IS t ! t<.nlrali.d w <]u redi ctd j ro^siitt Ki i 

r s I N (I iitii b-v ill'H !J'.iH>iS 1 t>r«'>inl 
M ^ 110 1 nm il \(0J/»>(C(imhlVM>OIH \U 
\ 11 U V.) ihu pjr^ ttdtlwii^ \ R tfi^t-ii 

U 1 , ^ Ltiti,vin T.iifid(i' ■'np n Ml '1 IS ( 
piik. vciiaw solid. 




s) I Dihvdm inrh'hdt. v 1 "'^I mi (. ?o\ 2 

[aW] V soil Kin ot I naphth knlmo otx<ii k (WX 
fflg- 4fi2 mmof) and 2-;i!,jimo;icel.isld!:hvi3e djclhy! acelal 
{il -C tr! 4 s5 n (i)ol) n i ( 1 jL -.^ s sti l i 
roi m ta n uamc iuf i, h \ ju^ous 12 M U( 1 s Kn ;n f ) ^ 
ml J ^^^s c duJ Jiid iht nature \\ s >il it I at 1 10' ( i )r ^ 
b 3 11 ibcn SI rud t re ti mpt iiurc lor U h 1 he nnxiurt 
^V4S 1 ut.tfitt I unii r rtdut a \ r -.surt IX Jvsxln \us 
trinifaied with tiol f^tOAc to s;ive ilw atle compoutid (Ulh 
i»g, 56% yield). 

b) 2 {f4-(l Naphl^iaicflvl) MI uiiidm->i ^ vljtSio} 
N-{2-mtrt>pheuyl)ai.!«iamfd6 

[0368] A solution of lJ-djhy(5K>-1-(l-ii3phU)aleiiyl)^2lI- 
iraiJ 1 )'<, 2 tl ctiv. (129 ma, (' ^0 mmol) m DMSQ (2 m! ) 
w«5; -cided sjowU' to a wiiuttoo ot 2'br<>J330-N-(2-!Jitfophc- 
I \ni<.^uin Ik {1 ^ mi5, 0 ttimol) 4'Kl pviidiist (121 «! , 
i -'J mm ) Ji DMSO {t ml ) at rwni fuTipwdturt. Dk. 
piixUite WHS stufed at mom lempeiaftire for .18 h, iam 
^',mlti w 11 ! \^ tcf ifid t.xiracti.d with LtOA., (SfJ nl ) H^t 
•.f ffio ) i\t r A- <s V. isk-d wilh wjitr Ox) and hnne dnt i 
St),) JiUi r<l a« i tont-catrattd undir reducui prts-Miit. 
lit iwdiii. VV1S p itiuj tiv IIPLC uMijfi ^ddienl ol 
\U < N H ( 1 codl 1 mot, i 1 A (.ft (J6<a) (( ombiPap Ons AU 
■^{tx^O Rim 'i;' 1 '0 K) rtic p^JEc fractions WYte cornbtded 
n ivopt!ili«:f) io yvc the ttlk uwntiifid (S * mg 1'^ 
vicldy 
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2-({4.(t-N;ipl#):ilenyi)-4H-ia.4.u-iazai-3-y5|:thio 
N-{2-niir»i>iKnyl)acetamide 



Example W 
Entry 406 




2,4-DihYdK>-4-(l.iiaphth3;tenyl)-31-l-l,2,4.t«a»- 



11 < 



Ui 



n \ is ir" I I I 1 rit MJSfKix^j w i itiu! 

1 \ t t c 1 vviih iKXJBt U O (4 0 thtn wa>i 
1 rtssure t yve tin title componat 
R. yU'A vicld» as a beige solid, 

tli}^ N Dlf ph(.rnl)atct<Hjiul«. 



1) t1 nriint, 

1 u t. f)i iS 1 tU 
i tU\c( Om!) n. 
(*!-) riuhriit Im 

was aadecl. the fesuitiO); 

HK ( 



1 If) V (,»()• H J ^ \ -.i 1 

w ci Cx^-iQ ml) iJ Iniit aOt il cl o t O'-"^*-^ ' 
yttrred and totKtnffdteil lij) kr reiuttd prc^xurt jl m 
due was tlu, <ivtd (n THf (^0 ml) iqutous 1 \ N OU 
wlutitm (2^^ ml _S mtnnJ) was ddcd nJ iht mixttjft w s 
slirred at room tfettiperaluxe tor 4,-j mm. I he mmwa wai> 
(,onc.titnttil the ujUtoui. solution wax dilu cd w h 

quw us 1 N N3l){ I soiu i ti 1 Iw >oliiiu n vs as coctkd ( (»° 
( md A' s rut^utti I idle (pH-^) b-v ddilion i. f 

KiUL I N U s 'itioa rht rcsiiituis^ ^listxn^oii w s 
(, t j \ iM.ec> \ith w iltr wS drst 1 urdt-r 

(. Uc 1 t V ! <- lliL t!k w)n{ uid H ''j. g. ''I'2> 

yieid) as ;i white M)lid. 

b) 

'> {(^^ «Kno{tn.n>l)lhit} N-(7 c^lhroph^,^vB cut"!! it 

[0V4I UK ) '-i^ olded !<> fl 

ij;, ill} t-ttji, atid 

(1 (K t (0 U ml 4 4^ 



1 ld(4-> 11,, i Mi-ki) 
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TABLE i-cofiimucd mULt; l-amtiniicd 
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TABI,E ;l-eOT)iinutd 

: TABLE 2 
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TABLE 2-c«iilit!a(J(| lABi.L 2-aiirtusued 
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2-cx-H!lit3Ucd mtil^E l-cofttiriued 
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TABLE 3-<;^aiimtcd 

TABI..E 3 TIT 
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33?.: S ai.jCtlj\Mi:f(X» C- ^A!^.6 
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TABLB 4'COtitiuviect 
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It!' Im Hi. I -^0 mM pH 7 h (.ont«i3in? NaC 1 60 raVl, 
■^t t 1 }] i>2 iriM IH 1 6 mM f.SH " mM an 1 OtC'f 
. 1 - (Ml ^' 1/ It U 10; T ltfis<.i/»im 

M julk n ^\a-> iuk I 0 i\ a u.h i it i s u r n ^4n ;A1 1 

4 N UM!>( ) I { hi 1 ik 1 ft. H it Uu i n uu t,s 
a! amjdi lenfurjui t 1 utor^ pn^vi bat th m\ step Ir 
this pre-meubstJOii step, ihc hi<;b(;.st ainl ii.i*c!>t uifjibjloi 

iheconccnirationo l>\!S<J\<.i _ % ^ ^ l in. i. i?\ib 
jiaUUMj wi-! mituttd n ilht t _0 /! c' Mibsifji^ 
sohuot Hit imal rwriun n vi t iiu . Tns K< ! V> 
mMpH S N C]f)0?tiNt NUi.l lU (^-nsA! DTP >nA1 
( Ml 2 tM CHAPS 0 0 \ \ nWM I U I'- 

) M ac i ^ !*{ 1^ If t M ji ^ \! 
I'l muii am J Nt.f tb hi^hi.si ui i , >. ! j i , i i 

ailcklion of ihe .substoie cixtoaii, the plate was covered with 
a pia»ii« jseai sncrmciibateii tor 50 minuies> at 37* G. iti a dry 
im \'b Jfor J >)v. rtatti jn wi", thtn queut-hoi by -iJdition o' 
(I 1* Lf) I 'V (I '5 M liii. p! ic \%is shal.cn lor 'lO sc-cotKi"" d( 



[03S6] Utafeviise Assay Prot<ic-oi 

«m Strul ii!iiiun-,LuH!\ nnhibikrs. iiiiftwd u 
ir<.i>3 ul m ! K mui J tf i i U) m\! DMSO xli 1 
soiu )ons Uc^ofl al 1 !uii> ns , j 2 s ir^ nid i it 
ci<Nirt<1 {( w! vinc-niuimn 111 i m! ccop wtJl Ki r> vt'j 
^^.t K) fht 12* wv!l totuains tt inpit.!*; nudii viuh no 
"ihroiior and sefrves as ihe poattive cofluwl. All .samples 
t >. tin liK. sw t, L-jacttitrattcvn of DMt.0 {SO IV HMSOl 

\ i"> Hi J. ijuot i>i nhibitor m> ^>.^i!ul, to iriphuite wt,lls, o ^ 
96 wi:ff liss^jt. cuihijc ireaied cleat view bliick microtitcr 

-iliK t( niii)^ ' (. t (.italOiTue 1904) Ibe !a.M rtw is 

user d t ! un nit^i d i\im [ IRUi^ cells stnt the 



utcubil 



lb 



Hldtd wid th<. jUu< V IS or V s i.u dx 



\\c I m 200 «1 ^ JinpLlt 
1 I. ntiol Jnuibiitt, ux-lU ai 



(BMO f ai'ti-hn k.jics; wth <i»d K > of 4St am. 

era fespeetiwJv. tach well was read tor L25 seeotid, 
Lach row contained at its extremjtsc.^ a Waiil* and a cciniroi 



[mH] n L. p24 issuv s d^Hiibcd HI W O (. l.'i^jS, the 
ciwtcniH al whica are acrem incorporated hv reterence. 

[9389] €8166 lHV-1 l.uafcrase Assay (t!C<o) 

((am) Hlasmid: :p«0 Hasic ITKHAR 

1(1391] Plasriiid is the p013 Jksic Vector <a promolerj««i 
toctfcrase txtjression vector from Promcjja cataipgiie 
»[ rSi^ v/i h the <>dU ti) ot nrv l II)tB2 i IR ■ictjiitucv 
I c U ~i <S to +8U (Si^i Ilmdlin iips.trt.iJ3 of iht 

liitiicr;isc aiKl the aene lor hiasficidjiie rcsistanci; 



. 1 • no K\p'cssinu i.iic ol awJ blood 
e hjj.'hlv i>cnins.sivc to HIV-I mieclioii, 
f I findcbj i.kc.-iro!-t.)r£l!«gt>>l»& cells 
I nt.TAU and tiicii sclect.riy wfAiitvc 

^ f<s.i I i.M ujuiiUs o! ,11-.) 11 WllDOti 

>r 'iat 1 0 - ■ -t ' KI'^'I 

M 

(iv-ih:irn.l+m Hp/ml pciiiamvfin, Ciiiturcs 
imple.e media wiEli :> fiami blBSiK-iiiifie, 
i.s ri,iiiovcd tor ibe assisy. 



104011 Luciftrasc Assay 

Add 50 /<1 S.e id> Uh (lutiitrast. «!h<. r<itc 1 
hou-s Prot»»t&a t^ialcigMe L252i)) to tdi'i \\cU f><^ th.. 16 
well pi lie ntienrunt 'ht r(.)jtn.(. li^'jt tm<- (Rt I ^ of 

iut it 4.SI. UMi^c bv R\IG I T MK< ir hdh\^ lunimmutu 
['1 kxj! r If n tiKlxintn! , -lu isdx wtl with 

Um5] )fi))hihili«in e ihifjitiot ) h 

cootamtcy mfijin or was celtuiatt^d in ith tt~c ' ■>!i<wing (,qu< 



[04(t4| {h^calvuhcc. % iihit>ition%<tli)fc->\iert ihtn i.sl4 
■o< c'.rtrmi. LC, , ^iopt faaor(n) iiKl maxitimm nhibition 
(I^j iht (loa iirtai (irrt-ssion routint NUN -Dnxedure 
()t usatt" ihe iollovving eciiianon; 



■■0405] The !es.ul!s h-,tai m Vifiie ') as iC\,AnM) and 

hc;.(nM). 

Hmf,[ lable \i.$cn<i A«<> i 00; t«)-.S«. C -<*iO, N i =nol 



nutani K.iiJ3\ ^ .Kii^ sr? , ilcr ihui lOnMiniu 
pKlcrabiv sn hX. vabiL^ agaiasi die lesiM* 
KlO^NMSfC' smalloi ihau ^0 riM (rji*^!e i ) 
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whetcii.} An IS 

(i^ -J r (1 immN ttd ?rfwf iKkr Kv^lt tooHraing 1 Us 

-S nJtri 1 urs'si' it M i 0 of i saiQ hcttroc^tk 
Kliy^s.'YlSK; qi ) H r i) \ n'l (C >j!k^!, (( Vv 

— — — ~~— i! ^\ (i ^ k j\ n )»ikvl vvlurfm vnii 

IJl". ilKvl v.Uc iiUl 1 tv^ii. i m Ikvl nw ht, m(n>s«b 

irj- Mitiittti with —Oil; aad'or ptienvi wlwn the beicro- 

NT w.ywt 4,i3iitain"> I *o ^ n atoms, sn tithtr jnsUiii-t. ifn. 

said htMOvVtii, IS fiptioualty «;ij.-)<itituteci vnti 



pfjenyl, {Jheayimethyl, 
crocvek-, his«J phenv 

orMWni.d S ... 



Whci, IS I ! 

1. A riK 
ndmiinster 



rit; ;if! UTV in-cclion t:oniprjsing 
cd imami a thoivipcuucaily tfiec- 
tui ot tofinwla 1: 



subst licnts st-ii.^ mJt.pi ndtntt I' n 

.)dlk>l,bc>lo ,<Xi Oil \o v-^ 
o[)iici!)d)!s Mibsrmi<i.J ' u ill U i 
tivlmeiliv! opuonallv subsutuicd wiili t.j. 



U isKkiitid nth I 



(lOtinsi unit oi^.)uri! ji or o mt-rnhcad v>,rt>( (.\ Jt 
s.ut!Mii\.ttd With plieinl 0. njptiths), SdiJ unSiS.L<..te,! or 
satiiratei! ^rtxicvcle. or tbc phenyl or tiaphtijyl opiuin- 
aily suhsttUited wUh the SkStEtiC 1 to 3 substimcnts as 
defened tot the- subsiitusals m section (i); or 

(ill) bfctizim'd (A)le ptit iwJK N-subfaifuled with phenyl 
Of . fusi.d phv.n>i n a itv^K as drfitttd above, 

X w i hutrai om v.lt,vH.d Itom O, S, SO, SO, or NR* 
wherein R:* is II or (C: ;:.^)alkyl; 

tix X IS a %'aience bondot (;R'''*S^^' wtefem R^''' and R'" 
eat-h indepeadetiily ts H or (Ci^)alkyl; and 

^ f)cn ^ 1^ I tx fO'Xof 1 m !i! img NR*; 

W k u divalent radical sclecttd from-. 



< R K ' 



; H 0 



C It ( (i*^ AU N( ,) dl U> ^^^ V I ifi Z'' IS 0X0 or 
thioso afid R'-'' i& U or K.,i. ,>;iikvt; 
(a) (C ,).ik>l.ne NR'''< (Z ^NR whcie-« R'" and R '~ 
fiacb mdcpesKienilv i-S li f)r ((.■:,..i)affcvl, and 7? )S oxo 



^ on i 



3ilv sub.s(ili.i(ed with hal 
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CIS- or tfai)s- 



{!) (' k\lt.^ NR o, i 1 P siihsi.iiiii.fl on ihe 
, ^vV L iX ri ixn Willi OH, Md is H (C, >11vyJ, 

(h; (C 1 )i!k\ le«i. ,>33kv!tne whtfejr Z' is ox.i 

or thioxc; or 



(i) a pheayi or pyridinyl sejecieci item the iormalas 




' i;u;i.:.cndvnit!y is H or (C. ^ia&yl, R" is li or 



W is a {K;..,')aiienyi}C(0)NR'"\ 



whersiii R'*-'^ and R*^ eacii is H or (C,..^)a&yi; or 

when X is CR'^-'^R""* as defined above- 

W is selt-cicd from iCC^Oalk-V'kneiqmNEr"'. S-{(C, 
.<)alkyl«nc.)C(0)N^i''", 0-iK'..J- 
iiikyiene}C.(0)NR-"\ or NR*-|(C. ^Wkvteuel— NB*^ 
wficfoifi R*'', it.-^'-'', R*^\ R'" »i)<l K " c»cR v-ik-i^-n- 
dcaily is H or (C - ,,);ilky5; -Mvi 



wherein R-*, R" and R' ' 
I! { ) t' 



lSs ndt ! ads^tn]} rtpresc? is 



s— I i I U Oi OH NO ''N 
— NR'"" R"- t(0)R —(.f , lJvU(0)H 

((0)0R {< j3)alk>U<0)0R - 
(C )akyl<<0)OR ' wiKruaR i<i(Cj >lKYi 
R^' isIlor(< i4)<>lk\l t«))N I 0 ) U\l 

S(0> (t , }aa.\l SO -(t ^ (.1 SO Ml 
hvnW ihLiivlmi.ih'vi nlxisl SO " 
rjl n I 1 ly r-^i wtii. <.'h s id rbtinl »vi d 
nip) r h! m > ii \t oiv or sojc smTShiutnts 
srlectwl trom the woap ccaisislmg 6£ balOx NO,, 
C, ,-aikYl and (T.; 
•vs-hwe t w substjiutnis R R idR r sti e v 
Cfjaipsiibics 

wbwu 1 R'^ , R^ v f ) I r 1 as^f II u 
a ) lks\ wiiertl R i i (t f-\it. 1 

bonoed to each ofiK-v lo uifni with trit- 

N atom t< whjcf t I m lu 

Uicdhu f V 1 H i b 



oy)R 



1 i 



cloalkvl or(C, .,)cvcioalkyi-(t.;. 
is H or (C,.>ikyl; or 
(ii)Af 1 a ! d >tii,njl(siiu.a£oa cr ua .iUiraoi ^ oi 
tnunbtrtd (. rh)(.M,ln- r it, (ipUf>tnliy ubsfii tui 
V!, m 1 I u s si 1 1 itTdcjin(jLitl\ t otii 

(C ) 1! 1 ^ S— , )alk)! NO ot 

h,i!o; (jr 

fu) \ ( II 



(iv) Ar 1 J h h hmsi id W s L 

It pi 1 Ktin (. i!lv jLutp iiL s, H iht, a I 
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2. A njcihof! avxiorthng to claitn 1., wherem Ar' :is 

(i^ Of 6 mi tn d ^rimnijt lie 1 1 x.\ck lont uxiif „ I lo 

r J MJ t il\\itti((, ),ilJ-vlorpi)tin'wUi 
f« h t < ntvijs 1 n " N iinm'i jn ciib i 

1 I. i M d ' ii. )i,>U, IS optwd'v -.liVijuitiji 



(f) {(.{ ,)Atl-y tnc}— () otJifiuilv siilT^fifyted t 
alkyleno poriioa with OH; 



(k) {(( OdlHkii } Nk"- <,ih>r)a)H substitutect cm the 
ii^)lcri( IX r OH <i)R (s U or (C,.>Jkyi; 



OH NO 



yikyl, S--(C:.,,,)aUQ'l, tialci, 
N. phenyl opiionaiiy substituleci 
SO..NH,. SO..~-4C. Mkyl 
C(0>i)K .UunR )sHor(( )d'kA! o NR-R'' 
v^*-^ tir R J k'' I- J h ludt-jKirftii K is H oi 
(t-j 4)a!kyk whcreiu sawJ substjiiients arc sten- 
callv cotupatiWe; or 
(ij) unsaturated or saturated 5- or ft-jnombei-cd carbocycle 
snlTstiiuted With jjbenvl cirnaptithy!. said mmiutai^dor 
satitrated tarbot-ycie. ot the phenyl or napntbv) opiioti- 
a3iv subswuied \vi\h Ibe same 1 lo 3 substimetits as 
ik' ntcl t(i!- 'ht, Mib'^tJliK.ril'- H stLtiCfi (i) or 



1 }i(nt.C jilkM urXisavJencebctido CR'-^R'" 
sv{3«reiH R'*-*- and R""* each jadepcncJenrtv is H oi 
(t.:, Jalkyl; and 



VV 1 iiv <i at I h'r ,) sl!. 
(!) (t R R — tK^W 
.nkpt-iMlH is '1 01 

(b) lU^/M >NhtKn D 
til O rtC ,).ilvs'v t 
,)Hlk\i ■iiiiZVi.xa t 



■ wherein R-"^ and U" '*' each 
, w kvi R IN n IT (( , 



(d) (C ,) Jkvknt NR''"C(7^}SR ' whutiu and R 
vn-hjn-^H^iiiJen'h jsHo U 4)alkv! •indZ'^i 



■ substituted with f)i1. M 
ih OH whiSrt the (C, Mlkv- 
I JIN (C ^)ilk«ml optic n 



I ,'C! 



W 1- , {((.^ ,)j!kcavlK(0)NR'^^ 
cw- »r trans- 



\beii X is CR-'"R'" as rteOned above: 

ft i-, stkuu? '^K>!i {U ,)A\knt;( ((t)NR'^^ ^ {(( , 

whercifi R*^, R^"'. R'"'. R*'' ancl R"" t.n.'-i (mkrui- 
deniiy is H or (C,_,>ai.kyl; and 



a phenvl c.»l' iocffixila 



1 > Ikv 



1 h !i def wldtntlv rtprestnts 
'i IK^' S — (C, ,)alkvl, liji.), 



a-,. 0H-, NO,. 

ph(,nv( nitihv _irimMpun\i ti^'i-^^i 
)i.kvi (0)Nn s(iH (t ,)j<UlSONH, 
>■ Of 4-pvrjd.uivl, mtsrphotihfio or l.-pviTolvl, 
- f (trOR' ■.■.\wri.ui H'- H ir (t I ,) 11 
winTLUi itii. MjhMiti uns R' R m 1 R ' JiL Nt. 

.Ilh UHTjla ibk (« 



(ig Ai" is a biwd phwivl-^sai.iii;ilt;i 
o-ineiiihttcd caibocychc nn^ optionativ sisb&tiiutcd 
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with 1 lo 3 wjbhiitnenfs selected indcpentlGnfly hem 
(C,..,)arKyi, 0--f(:-.,);ilkyl. S-<<".\_j)afkyl, NO., or 



m -i pjjci^y;-^- or 6-meii)iicitt! hctc-focyf.-lc, said 
aiomaiic heierocycie or fusfsd pheByl-telerocyeie is 
opfioiiaJlv subsiimwd with 1 lo 3 subsiitueuts selected 
imlependotiily frotf! (C,,,,)6!kvl, 0---{C..,:)a!kyi, 
S--{CV,.)aIkyI, NO. ox halo; or 
(iv) Ar is pJjthaliiJiid'i aHci W is (C,..i)2ikylc:!)L-; 
or a pbaiiTiaceuticany acceptable salt ttteteof. 
3. A method according to ciaio! 2 for treaiing HIV 
infectiotis comprisiug administering i.q a hutnati infected 
with HIV a ihcrapeuticaily effeetivie amoiuit oi! a WHijpoiifisl 
rcprestnied by fornwla la: 



s-HC iWkvi h>in ti !)w on VO .N, 

S0NII„t>O -<Cj.4)->liv>l t(0)(.)ri vKaiiK ix » 
or (C, ^)!k\ky\, or Hti^'R^ wherein R- Mid esch 
indetjendciitly is H or (C,:Jalkyl; aiitt 

R "' represeists H, Ci. Br, COO(Ci.,)alky!. 
4. Atnetho(3 accordms^ to clais) 2 wnersitt ihc coinpoumt 
is a eompouiid ol torsmila la 



wherein X, W and Ar* ate as ffcimed in clainn 1 and 
IS a phenyl of tormtila 



wherein R'" is a ptienvi ot tormuia 



■ ■ wberctn 11^', R- and R' - cacn imitptndtnlly rtpuscQts 

0. iyoijp consisiinj; ot H, Me, Et, I'r, iPf, tUu. OMo, ( )1 , OilV S\K , l>f 

€1, P. CF„ OCF„ NO;;, C{0)OH. <.cO)OM(. oi 
<X())OEi,prttviaed that at ]ea>t .meof R^^, lO' -nd R"'' 
IS, other than bvdtogen. 
^^^^ .^^-^ method accordiuii to claim ^ wlieiem tbv compottiKl 
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t l\j li \ 1 , t K x\h^rt \ 1 J I html p lii n 
and pvTflvl inav havt unt or mnji. substm.ents 
seiecied fiwfi) tiie- gnmp cHnsiSirog ot liafc, NO,, C,.,- 
ami and CI',: 
vvhtrtmR is(( „ ) Jkv! liJi! R (sHor't „)ii!<v5 tn 1 

wbefSiti R'"'. R^- each it!ile|>ciideti!]v represent I) ar 
(( JiUvl vhtrtb) R int' U'^ ma\ Ix. i.( iknt \ 
boNiuita ii,both<.r! mi cff r \ im ^ N i 
10 which thtv art au tu c i r 
heterocwle wbercbv ihc — cH^-aroup. at the piisuiou 4 

- OR uik\l ^ V% If ilU! r(C^ )cy 

clil!>lvt )i WhcniiR I Htr(C^^)jkv! 
\i \ rtshjd •> urUiri, h Oun 12 v.ii run Ar is 
selected from the tjroup eossjstifie of 




whcrera w C j or NQ;;; 
R^'-'-^is C, .aikvh aiid 

R ' %vk<Kd tu.m lh ip t tiiv f 0 ,)-ll'v! 
({ yVsani\\\ (( KvJuill^liC )iSK\l (< 
jiktrnlfXt >aksl->(v, Ink^l Ink U , <H I 
Oil N( N -NK"- R""- (.(OR 
3)alkvi-C(0)R-\ —<:(0)Oii-\ — ((;, ..Jalkvl- 
C'l-JKIR -so (^c ialKxKit OR — fC^ 
■i)a ik vl-C((-))NH...c;{0 )N H, . — SCf 3 V— C C. j Ik vi, 

M>.— <;)3lS>^! —SO plum i -^f \U 
p!jtB\l phi.inUi!tih<>l Mt O so 2 + p-- 

nihuyl 1 pvTOhl V'ln t \ -■ ni j i v ui f 

pMfi \.i m<*v hive uiit ir^, Mbitdn iHs m let t 1 
trom ijie eroxip vonssslins; i)t lialo, NO-,, L, ^-alkyl and 



vkftiinR'siC jaik^i anaU is H oi (C )i]i.%l 

wUuin R'^ k t-ili udtp.nkith . prtsuil H 
a, )jik>i %ai r h H'^ .(] R itn U l.o\ .SuilU 
I u dt.it J huh n > ant ^uhc w.th N lim 
til N\hi h the K iljvhtd [1 I ^ IJ - iciulxitd 
hi:ieuL\Jt \hi,a'ii ih <. I! i,- nij> ntht. p( i'ion4 
[.* 1 n t -> mi oho Ld hctLfOUolL mu k r> pi f\h\ 
1 s r — \R"- V ! itptsuiis H 
~i K ,OR ((. Jilk>l ( , )^vtU> It'vUfiC 
JodkvU< )dUi whtrufiK is 11 i.i (( ,)ilivl 



14 \ m !hxl 1 Rim t) tliim i i r i ir ^ Itl\ 
sntiitioa cinpn<iin_ ^sdm m ttnnt, t d nuiiu ifi'tU d 
vvilbHIVath iptJtiwiih i,hta nr i i > t " 
represeused by lb: 

Ac'-X'"- W—Ar' ll> 

wberetri X. W and Ar afe as tJeiined in ciaitn 1 atid Ar' 
js sel«eied frofli ihe (jmup coasjsiiag of: 




wKuiijR' ^ P''' R ^ <tdR '■' ud, IS d phuivl of 
formula 




wfenm R I*"' u k ' . h in Lpendtnih aprescofs 
H ^,1^1 1 <.! S (C jialkvl, bdlo 

t\ f> „ ms h^lphcnyl SO MI. 
SO \<. \\ ((<>isll noTiwi'HS IpvroKl 
('NO PtiKii PhCU ( a-)pR' Ahi.rtin R " 1-. H 
or (t:, ..fclkvh or 

R'"'\ R''\ R-^^ and R '-" each is 




nhtrenR is H t( ^Mli-vi 0—(f , ,)ilU I hak. C K 
or NT^'''R ' whtftin R " acd U'^'tach indeptatiuuH us 
ii ot (C^ ,,ia)ky!; 

mt! R * 151 1 R "ViU isJi trtC ,t )ksi 
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15. A tneltaod ?.cc6rdiog itrdairti 14 Mierein the c 
ptntad js a coirijfxniiK! of fDrmufe ll> whercis Ar' is 



is setectcfi from the gKi«p consisting o; 



wbereii) R "^ ks as defined in claim 14, iitia ft^''^ is H, Me, 
Et, fr or iPr; 

1&, A rpcthod according to claim 15 wbefeiii the com- 
pound is iVaitnpoUnti of iotiraila lb wberein R'**^ is a ph&fiyl 
oE Ibrmiila 



Me f !, Pr {Pr. OMe < 1 t 1 r ( 

kjst one ot R"^. R ' , a^d !< i<. "iIkc U 
gen. and 8^°'^ H, Me csf Lt; of R^*'- xs 





^ .rtpreseats CI, Br, GGO(Cj .:,)alky1 a«d 

if R'^ is NOj, CI or Be, tfwn R*-' may iiiso rcpreseiJi F 



vxhcrsrui R ""^ u, svUiltd troiti 11 Me, OVfc, ("I, I CI 

Nil NHMt ot NMv. and R^'-" i<s U Mt tr Lt 
17. A compound ol: f:ornn«iii 1: 



. h;il 



) NH -If I i)il'->l f t<^)'''K « iLreraR' 
Of (t, )ihvt oi \R K \U (,« R md tath 
ific^cpcncbiiUv IS II or K- : Jaikyl; 
R"'' rep>-esenis 11, ( 1, Br, C OOC< , M k\ 1 
R' ^ J.S a pheuvl oi fasrtntik 



1 ■ 1 
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S (C ,)jlk\i. bik., Cr, OCi,, OH, NO^, ON. 
SOjNfl,, i>0,--<C >lkyi, C(OK'>R^ wherein R ' is 
H _,)aik\!, o NR'R'' wheren fi- jnd each 
iiiacpcndenflv is H or (C:, ,,)alk¥i; provided that ai 
least one of V4"'^, R^'''^^ and R'"^^ is oiher tiian 



plienv!. phenvlmemvl.. 2-. 3- or -i •pviidjuvi. l-vvi- 




whetejji R"^ is sclccictl trom the group tansistta^ of 



vs'hMeoiri R^". R'^, R^". li^ are as deflncii hercujfKfore; 

R ^ sll (C Ji)k% .^Kjauilk)! or (Cx. Ky 
cloalkvl-<t , ,)a}kvl-» wherein saitS sikyl. c^x-loalliyl or 
cyctoaiKvlaifcvl m»v lie tKCincsubstituleij with —OH; 
am! 

X is S Of O; 

W IS C U < U>)Mr vhcitm A IS H or (C^ ^)a!k\i nd 
Ar" is selected from the jjroup c-misisim§ of 



nri Pl hu ft 



ist!akiorNO..;;mtiifR'' 
1 fcprtsctit <(.. . di'ili-vl; 

a t m "tp^iukml> oi laih jmrsiit it, 
vl (( ^( sdin]M (t t( 



vvhcrtjii K R R U Ml i R 1 ft is 

defined tn cjaiiii f.7. 
19. Ihc eompjiffid or tomiuia ,1 aoporcimc to claim lo 
wherein 

R '' rej>i«.sei]is CI or Br iuid 

il R s NO (1 or Br tbti R' ' awv 1I » ftpfesi^m f or 



^ ireea^ mUp t j s j 1 i , u a M . t 
sstt t .1(1 ! ts\ K\ (( 

cl( Ik-sK^. )d > (, )ilK ^1 O ! 1\1 

S— )jiUI 1 1<> f h <Kt Ofl \^ t N 

SO Ml SO iC ), iyK-^Ot^K witj.ii R ,ii 

r (C, or NR R uti jnd R t ith 

iudei-icncientlv is H or (C, ..lalkvl; Sriti 



s(h Hr 
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Aerdc W is aijaO)N'H. 
21. A uwfnixniod iicasKlirig tiaim 17 wherein 

Ar' is defined as 
N — N' 

J, 

wherein R-~ is seiecled liora Hie group totisistifljj of 




-conlinued 




XisS; 

W is ar,qt))NR''' whereia is H or (C,,,Oaltiy{; and 




wherein: R'^ is balct or NO,; or 




wbesccin ft"' fe halo or NOj md R^" is halo; csr 
Ai^ is 




vshcfoir R'' js bilo or \0 , an J K ' is OMv, i.ali), OH, 
22. A cottwouad acoonimg lo ciaini 17 



and 



us 2f)05 0()M6^9 Al 



5b 



Mir U 2lKn 



ojrrt-sf-n I t ^ ( (. It, f ) 

t(0)Ol I Jl I 1) l\s I) >. ic 111 
^ontspi, li i, t i \ ti in R =H lul n plmt, (hv, 
latter naid with an aromaiie: amine ot general lorurala 
t-lNR'—Ar iU tile prescntt ot a couplmg ageoi to 
obi am ibe, ccjrtespoiidxns* compound of tormuls .1 
V. bereui \r X jik3 W » t as tielincci in this Oaitt 



b) rtai 10^ a tlu 1 \ \ U 

Vihvaitl \ I \ 1 L lit 

niiidt. ol i tmi 1 t.n R ; t Nk V 
%neiati "V R R R" \r a^t- s d<.f ntd a 
cam u! tU pits iiu « 1 t 1 1 1 lo ti e ^rt 
spcjijdioa cofflpound of lotroiila ! . 



Exhibit B 

Complete Listing of Claims in Sut3T>iemeiita! Respoitse to Final Q^ce Action; 

1-21. (Canceled) 

22 . (Withdrawn) A method of treating an H IV i nfected patient comprises adnlinisteritig to the 
patient a pharmaceutical eomposition comprising a comjKHind m a dose effective to reduce viral 
prcpagniion wherein the compound has ?i structure aceofding to FonBula (A) ef-F orm^la H^ 



R", R4, and are mdepuidentl) hvdrogon, halogen, optional! v substituted alk\l, S-aikyl, 
CFi. helerocycic, NR'R", S(0)2R'. or C(0)R*, and whcreui R' and R" ate mdcpendcnth 
NH2, NHAIkyl, NHAcyl, NAikylAcyl N(Alky1)2, 0~alkyl, acyl, aryl alkyl hcteroc^cle. 
or R' and R" form a nng, 

23-^45. (Caneeied) 

46. (Currently Amended) A compound having a sttoicture according to ForiTtula (A) wHfB;) 







R4 (A) 

wherein Ri is optionally substituted lower alkyl, or halogen. 



-m 



DoeumeiU (:157!} 




i-seq^H ttoline. a di -s«tortttt-ed-4s ^i)qiiino li n& ; -- a«4 - a - tri &Bfe>stjte^6d4se€t«Hiefe^ and 
R3, R.-i, and R5 arc iodependenily hydrogen, halogen. oplion;.^i!y substilutod alkyl S-alkyl, 
CF3, heterocycle, NR*R", 8(0)2^', or C(0)R', and wherein R' and R" are nidcpcudently 
NH2, NHAlkyl, NHAcyl, NAlkylAcyl, N(Alkyl)2, 0-aikyl, acy), aryl, alkyl, heterocycle, 
or R' and R" forna a riilg, 
or a phannacologicaUy acceptable salt thereof. 

47-51. (Caheeled). 

52. (Pre\dously Presented) A compoiind tiaving the following chemical strueture 




53 . (New) The compound of claim 46, wherein R2 is a mono-substituted naphthyl 



DiKliTOilUl ('1571) 



-2- 



